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-»■» (57) Abstract: Compounds, compositions and methods are provided which are useful in the treatment of diseases through the in- 
2 hibition of sodium ion flux through voltage-dependent sodium channels. More particularly, the invention provides pyrazole-amides 

and -sulfonamides, compositions and methods that are useful in the treatment of central or peripheral nervous system disorders, 
^ particularly pain and chronic pain by blocking sodium channels associated with the onset or recurrence of the indicated conditions. 

The compounds, compositions and methods of the present invention are of particular use for treating neuropathic or inflammatory 
^ pain by the inhibition of ion flux through a channel that includes a PN3 subunit. 
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PYRAZOLE- AMIDES AND -SULFONAMIDES 

CROSS-REFERENCES TO RELATED APPLICATIONS 

This is a non-provisional filing of United States Provisional Patent 
Application Number 60/335,958, filed on November 1, 2001, the disclosure of which is 
5 incorporated herein by reference in its entirety for all purposes. 

FIELD OF THE INVENTION 

This invention relates to the use of certain pyrazole amide and pyrazole 
sulfonamide compounds as sodium channel inhibitors and to the treatment of neuropathic 
pain by the inhibition of sodium channels. Additionally, this invention relates to novel 
10 pyrazole-based compounds that are useful as sodium channel inhibitors. 

BACKGROUND OF THE INVENTION 

Sodium channel-blocking agents have been reported to be effective in the 
treatment of various disease states, and have found particular use as local anesthetics and 

15 in the treatment of cardiac arrhythmias. It has also been reported that sodium channel- 
blocking agents may also be useful in the treatment of pain, including neuropathic pain; 
see, for example, Tanelian et al Pain Forum. 4(2), 75-80 (1995). Preclinical evidence 
demonstrates that sodium channel-blocking agents selectively suppress abnormal ectopic 
neural firing in injured peripheral and central neurons, and it is via this mechanism that 

20 they are believed to be useful for relieving pain. Consistent with this hypothesis, it has 
been shown that sodium channels accumulate in the peripheral nerve at sites of axonal 
injury (Devor et al J. Neuroscl 132: 1976 (1993)). Alterations in either the level of 
expression or distribution of sodium channels within an injured nerve, therefore, have a 
major influence on the pathophysiology of pain associated with this type of trauma. 

25 An increasing body of evidence suggests that a voltage-dependent, 

tetrodotoxin (TTX)-resistant Na channel, PN3 (Na v l .8), may play a key role in 
sensitization in neuropathic pain states. Neuropathic pain can be described as pain 
associated with damage or permanent alteration of the peripheral or central nervous 
system. Clinical manifestations of neuropathic pain include a sensation of burning or 

30 electric shock, feelings of bodily distortion, allodynia and hyperalgesia. 

PN3 is a member of a family of voltage-gated sodium channel alpha 
subunits. Names for this family include SCN, SCNA, and Na v x.x. There are currently 10 



1 



WO 03/037274 



PCT/US02/35172 



known members falling into two subfamilies Na v l (all but SCN6A) and Na v 2 (SCN6A). 
The human channel was cloned by Rabert et al (Pain 78(2): 107-1 14 (1998)). PN3 of 
other species has also been cloned. See, for example, Chen et al, Gene 202(1-2), 7-14 
(1997); Souslova et al, Genomics 41(2), 201-209 (1997); Akopian et al, Nature 
5 379(6562), 257-262 (1996). 

PN3-null mutant mice exhibit a pronounced analgesia to mechanical 
noxious stimuli (Akopian A.N. et al, Nature NeuroscL, 2(6): 541-548 (1999)). Selective 
"knock down" of PN3 protein in the rat dorsal root ganglion with specific antisense 
oligodeoxynucleotides prevents hyperalgesia and allodynia caused by either chronic 

10 nerve or tissue injury (Porreca et al, Proc. Nat Acad. Set, USA, 96: 7640-7644 (1999)). 
The biophysical properties of PN3 make it ideally suited to sustain repetitive firing of 
sensory neurons at the depolarized potentials characteristic of injured peripheral nerves. 
In both human and animal models of neuropathic pain, there is an increased expression of 
PN3 at the site of peripheral nerve injury (Clare et al, DDT 5: 506-519 (2000); Coward et 

15 al, Pain 85: 41-50 (2000)). 

Patients with neuropathic pain do not respond to non-steroidal anti- 
inflammatory drugs (NSAIDS) and resistance or insensitivity to opiates is common. 
Most other treatments have limited efficacy or undesirable side effects. Mannion et al, 
Lancet, 353: 1959-1964 (1999) from the Department of Anesthesia and Critical Care, 

20 Massachusetts General Hospital and Harvard Medical School wrote: "There is no 

treatment to prevent the development of neuropathic pain, nor to adequately, predictably 
and specifically control established neuropathic pain." 

PN3 is a promising molecular target for the treatment of neuropathic pain. 
One of the most attractive features of PN3 is the highly restricted and peripheral nature of 

25 its expression. Antisense studies have revealed no overt (particularly CNS-related) 
adverse effects, consistent with the localized, peripheral distribution of the channel 
(Novakovic et al, J. NeuroscL, 18(6): 2174-2187 (1998)). Additionally, the high 
activation threshold of PN3 suggests that the channel may be relatively uninvolved in 
normal nociception. These properties of PN3 present the possibility that selective 

30 blockade of this particular voltage-gated sodium channel (VGSC) may offer effective 
pain relief without the significant side effect liability normally associated with more 
promiscuous VGSC blocking drugs. The compounds of the invention are potent 
inhibitors of PN3 channels. 
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Ohkawa et ah have described a class of cyclic ethers that are of use as 
sodium channel blockers (U.S. Patent No. 6,172,085). 

Currently, gabapentin is the market leading treatment for neuropathic pain. 
As with epilepsy, its mechanism of action for pain is unknown. It is a very safe, easy to 
5 use drug, which contributes to its sales. Efficacy for neuropathic pain is not impressive, 
as few as only 30% of patients respond to gabapentin treatment. Carbamazepine is also 
used to treat neuropathic pain. 

In view of the limited number of agents presently available and the low 
levels of efficacy of the available agents, there is a pressing need for compounds that are 
10 potent, specific inhibitors of ion channels implicated in neuropathic pain. The present 
invention provides such compounds, methods of using them, and compositions that 
include the compounds. 

SUMMARY OF THE INVENTION 

«^ 

15 It has now been discovered that pyrazole-amides and -sulfonamides are 

potent inhibitors of sodium channels. In the discussion that follows, the invention is 
exemplified by reference to the inhibition of sodium channels that are localized in the 
peripheral nervous system, and in particular those inhibitors that are selective inhibitors 
of PN3, and are useful for treating neuropathic pain through the inhibition of sodium ion 

20 flux through channels that include the PN3 subunit. The focus of the discussion is for 
clarity of illustration only. 

The compounds and methods of the present invention are useful for 
treating diseases in which blocking or inhibiting one or more PN3 ion channel provides 
relief from the disease. Of particular interest is the use of the compounds and methods of 

25 the invention for treating pain and central or peripheral nervous system disorders. The 
present invention is of use for treating both inflammatory and neuropathic pain. 

The present invention provides compounds which are useful in the 
treatment of diseases through the inhibition of sodium ion flux through voltage-dependent 
sodium channels. More particularly, the invention provides compounds, compositions 

30 and methods that are useful in the treatment of central or peripheral nervous system 
disorders, particularly pain and chronic pain. 

In one aspect, the present invention provides compounds according to 

Formula I: 
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R^ 2 



R 3 (I) 
or a pharmaceutical^ acceptable salt thereof. In Formula I, the symbols R 1 and R 3 are 
independently selected from hydrogen, (Ci-C 4 )alkyl, (C 3 -C 7 )cycloalkyl, (CrC 4 )haloalkyl, 
(Ci-C6)heteroalkyl, amino, halo, cyano, nitro, hydroxy, aryl and heteroaryl. The symbol 
5 R 2 represents hydrogen, (C r C 4 )alkyl, (Ci-C 7 )cycloalkyl, aryl, heteroaryl, aryl(C r 
C 4 )alkyl, or heteroaryl(Ci-C 4 )alkyl; 

The symbol Y is a member selected from : 

\-^y r4 ; \5^i- r4 ; v-J" t r? ; md V^AC R/ 

R 5 R 5 J 00 

wherein X is a member selected from O, S and NR 8 . The symbol R 8 represents hydrogen, 

10 cyano, nitro, alkyl, acyl, aryl or SO2R 9 . R 9 is selected from alkyl, aryl, heteroaryl and 
heterocycloalkyl. The symbols R 4 and R 5 independently represent hydrogen, (Q- 
Cio)alkyl, (C 3 -C 7 )cycloalkyl, (C r C 8 )heteroalkyl, aryl, heteroaryl, aryl(Ci-C 4 )alkyl, 
heteroaryl(Ci-C 4 )alkyl and (C 3 -C 8 )heterocycloalkyl, with the proviso that if R 4 is 
hydrogen, R 5 is not hydrogen. R 4 and R 5 taken together with the nitrogen atom to which 

15 they are attached optionally form a 4- to 8-membered heterocycloalkyl ring. The symbol 
R 6 represents hydrogen, (Ci-C 6 )alkyl, aryl, heteroaryl, aryl(Ci-C 4 )alkyl, heteroaryl(Ci- 
C 4 )alkyl or (C r C 6 )heteroalkyl. R 7 is selected from (Ci-C 7 )alkyl, (C 3 -C 7 )cycloalkyl, (Ci- 
C 7 )alkenyl, (Ci-C 6 )heteroalkyl, aryl, heteroaryl, aryl(Ci-C 4 )alkyl, heteroaryl(Ci-C 4 )alkyl, 
amino, alkoxy, (C 3 -C8)heterocycloalkyl and amino(Ci-C5)alkyl, and 

20 and R 6 and R 7 together with the atoms to which they are attached optionally form a 4- to 
8-membered heterocycloalkyl ring. 

In another aspect, the present invention provides pharmaceutical 
compositions comprising a pharmaceutical^ acceptable excipient and a compound 
provided above. 

25 In yet another aspect, the present invention provides a method for 

inhibiting ion flux through voltage dependent sodium channels, comprising contacting a 
cell containing the target ion channels with a compound that comprises a pyrazolyl 
moiety, such as the compounds of Formula I. 

In still another aspect, the present invention provides a method for the 

30 treatment of diseases through inhibition of ion flux through voltage dependent sodium 
channels, the method comprising treating th,e host with an effective amount of a sodium 
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channel inhibiting compound comprising a pyrazolyl moiety, such as a compound of 
Formula I. 

Other objects, advantages and embodiments of the invention will be 
apparent from review of the detailed description that follows. 

5 

BRIEF DESCRIPTION OF THE DRAWINGS 
FIG. 1 is a table displaying structures of representative compounds of the invention. 

DETAILED DESCRIPTION OF THE INVENTION AND THE 
10 PREFERRED EMBODIMENTS 

Definitions : 

The term "pain" refers to all categories of pain, including pain that is 
described in terms of stimulus or nerve response, e.g., somatic pain (normal nerve 
response to a noxious stimulus) and neuropathic pain (abnormal response of a injured or 

15 altered sensory pathway, often without clear noxious input); pain that is categorized 
temporally, e.g, chronic pain and acute pain; pain that is categorized in terms of its 
severity, e.g., mild, moderate, or severe; and pain that is a symptom or a result of a 
disease state or syndrome, e.g., inflammatory pain, cancer pain, AIDS pain, arthropathy, 
migraine, trigeminal neuralgia, cardiac ischaemia, and diabetic neuropathy (see, e.g., 

20 . Harrison 's Principles of Internal Medicine, pp. 93-98 (Wilson et al, eds., 12th ed. 1991); 
Williams et al, J. of Medicinal Chem. 42:1481-1485 (1999), herein each incorporated by 
reference in their entirety). 

"Somatic" pain, as described above, refers to a normal nerve response to a 
noxious stimulus such as injury or illness, e.g., trauma, burn, infection, inflammation, or 

25 disease process such as cancer, and includes both cutaneous pain (e.g., skin, muscle or 
joint derived) and visceral pain (e.g., organ derived). 

''Neuropathic" pain, as described above, refers to pain resulting from 
injury to or chronic changes in peripheral and/or central sensory pathways, where the pain 
often occurs or persists without an obvious noxious input. 

30 "Biological medium," as used herein refers to both in vitro and in vivo 

biological milieus. Exemplary in vitro "biological media" include, but are not limited to, 
cell culture, tissue culture, homogenates, plasma and blood. In vivo applications are 
generally performed in mammals, preferably humans. 
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"Compound of the invention," as used herein refers to the compounds 
discussed herein, phannaceutically acceptable salts and prodrugs of these compounds. 

"Inhibiting" and "blocking," are used interchangeably herein to refer to the 
partial or full blockade of a PN3 channel by a compound of the invention, which leads to 
5 a decrease in ion flux either into or out of a cell in which a PN3 channel is found. 

Where substituent groups are specified by their conventional chemical 
formulae, written from left to right, they equally encompass the chemically identical 
substituents which would result from writing the structure from right to left, e.g., -CH 2 0- 
is intended to also recite -OCH 2 S -NHS(0) 2 - is also intended to represent. -^S(0) 2 HN-, 
10 etc. 

The term "alkyl," by itself or as part of another substituent, means, unless 
otherwise stated, a straight or branched chain, or cyclic hydrocarbon radical, or 
combination thereof, which may be fully saturated, mono- or polyunsaturated and can 
include di- and multivalent radicals, having the number of carbon atoms designated (i.e. 

15 C1-C10 means one to ten carbons). Examples of saturated hydrocarbon radicals include, 
but are not limited to, groups such as methyl, ethyl, n-propyl, isopropyl, n-butyl, t-butyl, 
isobutyl, sec-butyl, cyclohexyl, (cyclohexyl)methyl, cyclopropylmethyl, homologs and 
isomers of, for example, n-pentyl, n-hexyl, n-heptyl, n-octyl, and the like. An unsaturated 
alkyl group is one having one or more double bonds or triple bonds. Examples of 

20 unsaturated alkyl groups include, but are not limited to, vinyl, 2-propenyl, crotyl, 2- 
isopentenyl, 2-(butadienyl), 2,4-pentadienyl, 3-(l,4-pentadienyl), ethynyl, 1- and 3- 
propynyl, 3-butynyl, and the higher homologs and isomers. The term "alkyl," unless 
otherwise noted, is also meant to include those derivatives of alkyl defined in more detail 
below, such as "heteroalkyl." Alkyl groups, which are limited to hydrocarbon groups are 

25 termed "homoalkyl". 

The term "alkylene" by itself or as part of another substituent means a 
divalent radical derived from an alkane, as exemplified, but not limited, by 
-CH2CH2CH2CH2-, and further includes those groups described below as 
"heteroalkylene." Typically, an alkyl (or alkylene) group will have from 1 to 24 carbon 

30 atoms, with those groups having 10 or fewer carbon atoms being preferred in the present 
invention. A "lower alkyl" or "lower alkylene" is a shorter chain alkyl or alkylene group, 
generally having eight or fewer carbon atoms. 
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The terms "alkoxy," "alkylamino" and "alkylthio" (or thioalkoxy) are used 
in their conventional sense, and refer to those alkyl groups attached to the remainder of 
the molecule via an oxygen atom, an amino group, or a sulfur atom, respectively. 

The term "amino" refers to -NRR f in which R and R' are members 

5 independently selected from H, substituted or unsubstituted alkyl, substituted or 

unsubstituted heteroalkyl, substituted or unsubstituted aryl, substituted or unsubstituted 
heteroaryl and substituted or unsubstituted heterocycloalkyl. 

The term "heteroalkyl," by itself or in combination with another term, 
means, unless otherwise stated, a stable straight or branched chain, or cyclic hydrocarbon 

10 radical, or combinations thereof, consisting of the stated number of carbon atoms and at 
least one heteroatom selected from O, N, Si and S, and wherein the nitrogen and sulfur 
atoms may optionally be oxidized and the nitrogen heteroatom may optionally be 
quaternized. The heteroatom(s) O, N and S and Si may be placed at any interior position 
of the heteroalkyl group or at the position at which the alkyl group is attached to the 

1 5 remainder of the molecule. Examples include, but are not limited to, -CH2-CH2-O-CH3, - 
CH 2 -CH 2 -NH-CH 3 , -CH2-CH 2 -N(CH 3 )-CH3, -CH 2 -S-CH 2 -CH 3 , -CH 2 -CH 2 ,-S(0)-CH 3 , - 
CH 2 -CH 2 -S(0) 2 -CH 3 , -CH<H-0-CH 3 , -Si(CH 3 ) 3 , -CH 2 -CH=N-OCH 3 , and-CH=CH- 
N(CH 3 )-CH 3 . Up to two heteroatoms may be consecutive, such as, for example, -CH 2 - 
NH-OCH 3 and -CH 2 -0-Si(CH 3 ) 3 . Similarly, the term "heteroalkylene" by itself or as part 

20 of another substituent means a divalent radical derived from heteroalkyl, as exemplified, 
but not limited by, -CH 2 -CH 2 -S-CH 2 -CH 2 - and ^H 2 -S-CH 2 -CH 2 -NH-CH 2 -. For 
heteroalkylene groups, heteroatoms can also occupy either or both of the chain termini 
{e.g., alkyleneoxy, alkylenedioxy, alkyleneamino, alkylenediamino, and the like). Still 
further, for alkylene and heteroalkylene linking groups, no orientation of the linking 

25 group is implied by the direction in which the formula of the linking group is written. For 
example, the formula -CCO)^'- represents both -C(0) 2 R'- and -R'C(OV. 

In general, an "acyl" or "acyl substituent" is also selected from the group 
set forth above. As used herein, the term "acyl substituent" refers to groups attached to, 
and fulfilling the valence of a carbonyl carbon that is either directly or indirectly attached 

30 to the nucleus of the compounds of the present invention. 

The terms "cycloalkyl" and "heterocycloalkyl", by themselves or in 
combination with other terms, represent, unless otherwise stated, cyclic versions of 
"alkyl" and "heteroalkyl", respectively. Additionally, for heterocycloalkyl, a heteroatom 
can occupy the position at which the heterocycle is attached to the remainder of the 
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molecule. Examples of cycloalkyl include, but are not limited to, cyclopropyl, 
cyclopentyl, cyclohexyl, 1-cyclohexenyl, 3-cyclohexenyl, cycloheptyl, and the like. 
Examples of heterocycloalkyl include, but are not limited to, 1 -(1,2,5,6- 
tetrahydropyridyl), 1-piperidinyl, 2-piperidinyl, 3-piperidinyl, 4-morpholinyl, 3- 
morpholinyl, tetrahydrofuran-2-yl, tetrahydrofuran-3-yl, tetrahydrothien-2-yl, 
tetrahydrothien-3-yl, 1-piperazinyl, 2-piperazinyl, 1 -pyrrolidine, 2-pyrrolidine, 3- 
pyrrolidine and the like. 

The terms "halo" or "halogen," by themselves or as part of another 
substituent, mean, unless otherwise stated, a fluorine, chlorine, bromine, or iodine atom. 
Additionally, terms such as "haloalkyl," are meant to include monohaloalkyl and 
polyhaloalkyl. For example, the term "halo(Ci-C 4 )alkyr is meant to include, but not be 
limited to, trifluoromethyl, 2,2,2-trifluoroethyl, 4-chlorobutyl, 3-bromopropyl, and the 
like. 

The term "aryl" means, unless otherwise stated, a polyunsaturated, 
aromatic, hydrocarbon substituent which can be a single ring or multiple rings (preferably 
from 1 to 3 rings) which are fused together or linked covalently. The term "heteroaryl" 
refers to aryl groups (or rings) that contain from one to four heteroatoms selected from N, 
O, and S, wherein the nitrogen and sulfur atoms are optionally oxidized, and the nitrogen 
atom(s) are optionally quaternized. A heteroaryl group can be attached to the remainder 
of the molecule through a heteroatom. Non-limiting examples of aryl and heteroaryl 
groups include phenyl, 1-naphthyl, 2-naphthyl, 4-biphenyl, 1-pyrrolyl, 2-pyrrolyl, 3- 
pyrrolyl, 1-pyrazole, 3-pyrazolyl, 4-pyrazole, 5-pyrazole, 2-imidazolyl, 4-imidazolyl, 
pyrazinyl, 2-oxazolyl, 4-oxazolyl, 2-phenyl-4-oxazolyl, 5-oxazolyl, 3-isoxazolyl, 4- 
isoxazolyl, 5-isoxazolyl, 2-thiazolyl, 4-thiazolyl, 5-thiazolyl, 2-furyl, 3-furyl, 2-thienyl, 3- 
thienyl, 2-pyridyl, 3-pyridyl, 4-pyridyl, 2-pyrimidyl, 4-pyrimidyl, 5-benzothiazolyl, 
purinyl, 2-benzimidazolyl, 2-benzthiazole, 2-benzoxazole, 5-indolyl, 1-isoquinolyl, 5- 
isoquinolyl, 2-quinoxalinyl, 5-quinoxalinyl, 3-quinolyl, and 6-quinolyl. Substituents for 
each of the above noted aryl and heteroaryl ring systems are selected from the group of 
acceptable substituents described below. 

For brevity, the term "aryl" when used in combination with other terms 
(e.g., aryloxy, arylthioxy, arylalkyl) includes both aryl and heteroaryl rings as defined 
above. Thus, the term "arylalkyl" is meant to include those radicals in which an aryl 
group is attached to an alkyl group (e.g., benzyl, phenethyl, pyridylmethyl and the like) 
including those alkyl groups in which a carbon atom (e.g, a methylene group) has been 
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replaced by, for example, an oxygen atom {e.g., phenoxymethyl, 2-pyridyloxymethyl, 3- 
(l-naphthyloxy)propyl, and the like). 

Each of the above terms (e.g., "alkyl," "heteroalkyl," "aryl" and "heteroaryl") include 
both substituted and unsubstituted forms of the indicated radical. Preferred substituents 

5 for each type of radical are provided below. 

Substituents for the alkyl, and heteroalkyl radicals (including those groups 
often referred to as alkylene, alkenyl, heteroalkylene, heteroalkenyl, alkynyl, cycloalkyl, 
heterocycloalkyl, cycloalkenyl, and heterocycloalkenyl) are generally referred to as "alkyl 
substituents" and "heteroalkyl substituents," respectively, and they can be one or more of 

10 a variety of groups selected from, but not limited to: -hydrogen, -OR', =0, =NR"", =N- 
OR', -NR'R", -SR', -halogen, -SiR'R"R" ? , -OC(0)R\ -C(0)R\ -CC^R', -CONR'R", - 
OC(0)NR'R", -NR'C(0)R", -NR'"-C(0)NR'R", -NR , C(0) 2 R n , -NR"'- 
C(NR'R")=NR"", -NR , "-C(NR , R ,, )=NR ,W ^ -S(0)R\ -S(0) 2 R\ -S(0) 2 NR'R", 
-NR'S0 2 R", -NR"'S0 2 NR'R" -CN, -R' and -N0 2 in a number ranging from zero to 

15 (2m'+l), where m' is the total number of carbon atoms in such radical. R\ R", R"' each 
preferably independently refer to hydrogen, substituted or unsubstituted alkyl, substituted 
or unsubstituted heteroalkyl, substituted or unsubstituted aryl, {e.g., aryl substituted with 
1-3 halogens, substituted or unsubstituted alkyl, alkoxy or thioalkoxy groups), substituted 
or unsubstituted heteroaryl and substituted or unsubstituted arylalkyl. R"" refers to 

20 hydrogen, alkyl, substituted or unsubstituted heteroalkyl, substituted or unsubstituted aryl, 
substituted or unsubstituted heteroaryl, substituted or unsubstituted arylalkyl, -CN, -N0 2 
and -S(0) 2 R\ When a compound of the invention includes more than one R group, for 
example, each of the R groups is independently selected as are each R\ R", R'" and R"" 
groups when more than one of these groups is present. When R' and R" are attached to 

25 the same nitrogen atom, they can be combined with the nitrogen atom to form a 5-, 6-, or 
7-membered ring. For example, -NR'R" is meant to include, but not be limited to, 1- 
pyrrolidinyl, 1-piperidinyl, 1-piperazinyl and 4-morpholinyl. From the above discussion 
of substituents, one of skill in the art will understand that the term "alkyl" is meant to 
include groups including carbon atoms bound to groups other than hydrogen groups, such 

30 as haloalkyl {e.g., -CF 3 and -CH 2 CF 3 ) and acyl {e.g., -C(0)CH 3 , -C(0)CF 3 , - 
C(0)CH 2 OCH 3 , and the like). 

Similar to the substituents described for the alkyl radical, the aryl 
substituents and heteroaryl substituents are generally referred to as "aryl substituents" and 
"heteroaryl substituents," respectively and are varied and selected from, for example: 
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hydrogen, -OR\ -C=NR ,W NR'R", -NR"'S0 2 NR'R" , -NR'R", -SR\ -halogen, - 
SiR'R"R"', -OC(0)R\ -C(0)R\ -C0 2 R\ -CONR'R", -OC(0)NR'R", -NR"C(0)R\ 
-NR'"-C(0)NR'R", -NR"C(0) 2 R\ -NR m -C(NR'R>NR' m , -S(0)R\ -S(0) 2 R', - 
S(0) 2 NR'R", -NR"S0 2 R\ -CN and-N0 2 , -R', -N 3 , -CH(Ph) 2 , fluoro(C r C 4 )alkoxy, arid 

5 fluoro(CrC 4 )alkyl, in a number ranging from zero to the total number of open valences 
on the aromatic ring system; and where R', R" and R'" each preferably independently 
refer to hydrogen, substituted or unsubstituted alkyl, substituted or unsubstituted 
heteroalkyl, substituted or unsubstituted aryl, (e.g., aryl substituted with 1-3 halogens, 
substituted or unsubstituted alkyl, alkoxy or thioalkoxy groups), substituted or 

10 unsubstituted heteroaryl and substituted or unsubstituted arylalkyl. R"" refers to 

hydrogen, alkyl, substituted or unsubstituted heteroalkyl, substituted or unsubstituted aryl, 
substituted or unsubstituted heteroaryl, substituted or unsubstituted arylalkyl, -CN, -N0 2 
and -nS(0) 2 R\ When a compound of the invention includes more than one R group, for 
example, each of the R groups is independently selected as areeach R\ R", R'" and R"" 

15 groups when more than one of these groups is present. When R' and R" are attached to 
the same nitrogen atom, they can be combined with the nitrogen atom to form a 5-, 6-, or 
7-membered ring. For example, -NR'R" is meant to include, but not be limited to, 1- 
pyrrolidinyl, 1-piperidinyl, 1-piperazinyl and 4-morpholinyl. 

Two of the aryl substituents on adjacent atoms of the aryl or heteroaryl 

20 ring may optionally be replaced with a substituent of the formula -T-C(0>(CRR')q"-U-, 
wherein T and U are independently -NR-, -0-, -CRR'- or a single bond, and q is an 
integer of from 0 to 3. Alternatively, two of the substituents on adjacent atoms of the aryl 
or heteroaryl ring may optionally be replaced with a substituent of the formula - 
A-(CH 2 ) r -B-, wherein A and B are independently -CRR'-, -0-, -NR-, -S-, -S(0)-, -S(0) 2 -, 

25 -SCO^NR'- or a single bond, and r is an integer of from 1 to 4. One of the single bonds 
of the new ring so formed may optionally be replaced with a double bond. Alternatively, 
two of the substituents on adjacent atoms of the aryl or heteroaryl ring may optionally be 
replaced with a substituent of the formula -(CRR')s-X-(CR' , R , ")d-> where s and d are 
independently integers of from 0 to 3, and X is -0-, -NR'-> -S-, -S(0)-, -S(0) 2 -, or - 

30 S(0) 2 NR'-. The substituents R, R', R" and R'" are preferably independently selected 
from hydrogen or substituted or unsubstituted (Ci-C6)alkyl. 

As used herein, the term "heteroatom" includes oxygen (O), nitrogen (N), 
sulfur (S) and silicon (Si). 
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The symbol "R" is a general abbreviation that represents a substituent 
group that is selected from hydrogen, substituted or unsubstituted alkyl, substituted or 
unsubstituted heteroalkyl, substituted or unsubstituted aryl, substituted or unsubstituted 
heteroaryl, and substituted or unsubstituted heterocyclyl groups. 

The symbol rxfxr ° , whether utilized as a bond or displayed perpendicular 
to a bond indicates the point at which the displayed moiety is attached to the remainder of 
the molecule, solid support, etc. 

The term "pharmaceutically acceptable salts" includes salts of the active 
compounds which are prepared with relatively nontoxic acids or bases, depending on the 
particular substituents found on the compounds described herein. When compounds of 
the present invention contain relatively acidic functionalities, base addition salts can be 
obtained by contacting the neutral form of such compounds with a sufficient amount of 
the desired base, either neat or in a suitable inert solvent. Examples of pharmaceutically 
acceptable base addition salts include sodium, potassium, calcium, ammonium, organic 
amino, or magnesium salt, or a similar salt. When compounds of the present invention 
contain relatively basic functionalities, acid addition salts can be obtained by contacting 
the neutral form of such compounds with a sufficient amount of the desired acid, either 
neat or in a suitable inert solvent. Examples of pharmaceutically acceptable acid addition 
salts include those derived from inorganic acids like hydrochloric, hydrobromic, nitric, 
carbonic, monohydrogencarbonic, phosphoric, monohydrogenphosphoric, 
dihydrogenphosphoric, sulfuric, monohydrogensulfuric, hydriodic, or phosphorous acids 
and the like, as well as the salts derived from relatively nontoxic organic acids like acetic, 
propionic, isobutyric, maleic, malonic, benzoic, succinic, suberic, fumaric, lactic, 
mandelic, phthalic, benzenesulfonic, p-tolylsulfonic, citric, tartaric, methanesulfonic, and 
the like. Also included are salts of amino acids such as arginate and the like, and salts of 
organic acids like glucuronic or galactunoric acids and the like (see, for example, Berge et 
al, "Pharmaceutical Salts", Journal of Pharmaceutical Science, 1977, 66, 1-19). Certain 
specific compounds of the present invention contain both basic and acidic functionalities 
that allow the compounds to be converted into either base or acid addition salts. 

The neutral forms of the compounds are preferably regenerated by 
contacting the salt with a base or acid and isolating the parent compound in the 
conventional manner. The parent form of the compound differs from the various salt 
forms in certain physical properties, such as solubility in polar solvents, but otherwise the 
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salts are equivalent to the parent form of the compound for the purposes of the present 
invention. 

In addition to salt forms, the present invention provides compounds, which 
are in a prodrug form. Prodrugs of the compounds described herein are those compounds 
5 that readily undergo chemical changes under physiological conditions to provide the 
compounds of the present invention. Additionally, prodrugs can be converted to the 
compounds of the present invention by chemical or biochemical methods in an ex vivo 
environment. For example, prodrugs can be slowly converted to the compounds of the 
present invention when placed in a transdermal patch reservoir with a suitable enzyme or 
1 0 chemical reagent. 

Certain compounds of the present invention can exist in unsolvated forms 
as well as solvated forms, including hydrated forms. In general, the solvated forms are 
equivalent to unsolvated forms and are encompassed within the scope of the present 
invention. Certain compounds of the present invention may exist in multiple crystalline 
15 or amorphous forms. In general, all physical forms are equivalent for the uses 

contemplated by the present invention and are intended to be within the scope of the 
present invention. 

Certain compounds of the present invention possess asymmetric carbon 
atoms (optical centers) or double bonds; the racemates, diastereomers, geometric isomers 
20 and individual isomers are encompassed within the scope of the present invention. 

The compounds of the present invention may also contain unnatural 
proportions of atomic isotopes at one or more of the atoms that constitute such 
compounds. For example, the compounds may be radiolabeled with radioactive isotopes, 
such as for example tritium ( 3 H), iodine-125 ( 125 I) or carbon-14 ( 14 C). All isotopic 
25 variations of the compounds of the present invention, whether radioactive or not, are 
intended to be encompassed within the scope of the present invention. 

Description of the Embodiments 

L INHIBITORS OF VOLTAGE-DEPENDENT SODIUM CHANNELS 

30 In one aspect, the present invention provides compounds having the 

formula: 
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p2 

1 r 



9^ 



^R 3 (I) 

or a pharmaceutically acceptable salt thereof. In Formula I, the symbols R 1 and R 3 

independently represent hydrogen, (Ci-C 4 )alkyl, (C3-C 7 )cycloalkyl, (Ci-C 4 )haloalkyl, 

(Ci-C6)heteroalkyl, amino, halo, cyano, nitro, hydroxy, aryl and heteroaryl. R 2 is a 

5 moiety selected from hydrogen, (Ci-C 4 )alkyl, (Ci-C 7 )cycloalkyl, aryl, heteroaryl, aryl(Ci- 

C 4 )alkyl, and heteroaryl(Ci-C 4 )alkyl. 

The symbol Y represents a member selected from: 

tf OP R 6 * 6 

y^T R4 ; X > T r4 ; * 7 ; and y*^ 7 

R 5 R 5 i 00 

wherein X is selected from O, S and NR 8 . The symbol R 8 represents hydrogen, cyano, 

10 nitro, alkyl, acyl, aryl or S0 2 R 9 . R 9 is selected from alkyl, aryl, heteroaryl and 

heterocycloalkyl. 

R 4 and R 5 are independently selected from hydrogen, (Ci-Cio)alkyl, (C3- 
C 7 )cycloalkyl, (Ci-Cs)heteroalkyl, aryl, heteroaryl, aryl(Ci-C 4 )alkyl, heteroaryl(Ci- 
C 4 )alkyl and (C3-C8)heterocycloalkyl, with the proviso that if R 4 is hydrogen, R 5 is not 
15 hydrogen. R 4 and R 5 taken together with the nitrogen atom to which they are attached 
optionally form a 4- to 8-membered heterocycloalkyl ring. 

The symbol R 6 represents hydrogen, (Ci-C 6 )alkyl, aryl, heteroaryl, 
aryl(Ci-C 4 )alkyl, heteroaryl(Ci-C 4 )alkyl or (Ci-C6)heteroalkyl; and R 7 is selected from 
(C r C 7 )alkyl, (C 3 -C 7 )cycloalkyl, (Ci-C 7 )alkenyl, (Ci-C 6 )heteroalkyl, aryl, heteroaryl, 
20 aryl(Ci-C 4 )alkyl, heteroaryl(Ci-C 4 )alkyl, amino, alkoxy, (Ca-Csjheterocycloalkyl and 
amino(Ci-C5)alkyl. R 6 and R 7 together with the atoms to which they are attached 
optionally form a 4- to 8-membered heterocycloalkyl ring. 

In a presently preferred embodiment Y is a member selected from: 

If ? 6 

v%- r4 p n y r7 

R 5 ;and X . 
25 in which R 4 , R 5 , R 6 , R 7 , and X are as described above. 

In another exemplary embodiment, the invention provides a compound 
having a structure according to Formula II: 
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in which R\ R 2 , R 3 , and Y are as described above. In this embodiment, R 1 andR 3 are 
preferably each independently selected from hydrogen, (d-C 4 )alkyl, (C 3 -C 7 )cycloalkyl, 
(Ci-C 4 )haloalkyl and (Ci-C 5 )heteroalkyL R 2 is preferably selected from aryl and 
5 heteroaryl; and X is preferably 0. 

In a further exemplary embodiment, R 4 and R 5 taken together with the 
nitrogen to which they are attached form a ring system such as that set forth below: 

In another preferred embodiment, R 3 is hydrogen; R 4 is selected from (Ci- 
10 C 7 )alkyl, (C 3 -C 7 )cycloalkyl, aryl, heteroaryl, aryl(C r C 4 )alkyl and heteroaryl(Ci-C 4 )alkyl; 
and R 5 is. selected from hydrogen or alkyl. Alternatively, R 4 and R 5 taken together with 
the nitrogen atom to which they are attached form a 4- to 8-membered heterocycloalkyl 
ring. 

In yet a further preferred embodiment, the invention provides a compound 
15 in which R 4 is a member selected from: 

wherein n is an integer from 0 to 4; and k is an integer from 1 to 3. The symbols R a and 
R 2b are independently selected from hydrogen and (Ci-C 4 )alkyl, and R 2a and R 2b taken 
together with the carbon atom to which they are attached optionally form a 3- to 8- 

20 membered carbocyclic or heterocycloalkyl ring. 

The symbol M represents a moiety that is selected from NR 10 , O and S, 
wherein R 10 is selected from hydrogen, (Ci-C 6 ) alkyl, (Ci-C 8 ) heteroalkyl aryl, heteroaryl 
and (C 3 -C 8 ) cycloalkyl. A, B, D, E and G are independently moieties selected from N, N- 
oxide and CR 1 1 , with the proviso that at most three of A, B, D, E and G is N; and at most 

25 one of A, B, D, E and G is N-oxide. 

R n is a member selected from hydrogen, halo, amino, hydroxy, cyano, 
nitro, (Ci-C 4 )alkyl, (C 3 -C 7 )cycloalkyl, (C r C 7 )heteroalkyl, aryl, heteroaryl, (C 3 - 
C 8 )heterocycloalkyl, alkoxy, acyl, -C(NR 12 )R 13 , -SQ 2 R 15 , -S0 2 NR 13 R 14 , -NR 12 SOR 15 , 
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-NR 12 S02NR 13 R 14 , -NR 12 C(N-CN)NR ,3 R 14 , -NR 12 C(N-S0 2 R ,5 )NR 13 R 14 , -NR 12 C(N- 
COR 15 )NR ,3 R 14 , -CONR 13 R 14 , -NR 12 (C=CH-N0 2 )NR 13 R 14 , -NR 12 CONR ,3 R 14 , -NR 12 CO- 
OR 15 , -OCONR ,3 R 14 , and R n and R 2a taken together with the carbon atoms to which they 
are attached optionally form a 4- to 8-membered heterocycloalkyl group with the proviso 
5 thatAisCR 11 . 

R lla is selected from (Ci-C 6 )alkyl, (C 3 -C 7 )cycloalkyl, (C 3 - 
C 8 )heterocycloalkyl, aryl and heteroaryl. The symbols R 12 , R 13 and R 14 independently 
represent hydrogen, (Ci-C 8 )alkyl, (C 3 -C 7 )cycloalkyl, (Ci-C 8 )heteroalkyl, aryl, heteroaryl, 
(C 3 -C 8 )heterocycloalkyl, aryl(Ci-C 4 )alkyl, heteroaryl(C r C 4 )alkyl, amino(Ci-C 4 )alkyl and 
10 when R 13 and R 14 are attached to the same nitrogen atom, they are optionally combined to 
form a 5-, 6- or 7-membered ring. 

R 15 is selected from (Ci-C 8 )alkyl, (C 3 -C 8 )cycloalkyl, (Ci-C 8 )heteroalkyl, 
aryl, heteroaryl and (C 3 -C 8 )heterocycloalkyl 

When R 4 has a cyclic structure set forth above, R 1 andR 3 are preferably 
1 5 each members independently selected from hydrogen, (Ci-C 4 )alkyl, (C 3 -C 7 )cycloalkyl, 
(Ci-C 4 )haloalkyl and (C r C 5 )heteroa]kyl; and X is O. R 2 is a preferably a member 
selected from aryl or heteroaryl. 

In yet another preferred embodiment, the invention provides a compound 
in which R 4 has a structure according to Formula DDL: 

T 4 

(m). 

In Formula m, W is preferably selected from S, SO or SO2 or a single 
bond. S0 2 is presently most preferred. The symbol R 15 represents a moiety selected from 
(Ci-C 4 )alkyl, (Ci-C 6 )alkenyl, (C 3 -C 7 )cycloalkyl, aryl, heteroaryl, (Ci-C 8 )heteroalkyl, 
MR 16 R 17 . R 16 and R 17 are independently selected from hydrogen, (Ci-C 4 )alkyl, (Ci- 
25 C 7 )cycloalkyl, (Ci-C 8 )heteroalkyl, (C 3 -C 8 )heterocycloalkyl, aryl, heteroaryl, aryl(Ci- 
C 4 )alkyl, heteroaryl(Ci-C 4 )alkyl, amino(Ci-C 4 )alkyl, with the proviso that when R 15 is 

amino W is SO2; 

The symbols T 1 , T 2 , T 3 andT 4 are each independently selected from 
hydrogen, halo, amino, cyano, nitro, (Ci-C 4 )alkyl, (C 3 -C 8 )cycloalkyl, (Ci-C 4 )haloalkyl, 
30 alkoxy, fluoro(C,-C 4 )alkoxy, (Ci-C 7 )cycloalkyl, (C,-C 7 )heteroalkyl, aryl and heteroaryl. 



(CR2aR ^^yC' 



W 
T 
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T 1 and T 2 taken together with the carbon atoms to which they are attached optionally 
form a 4- to 8-membered carbocyclic or heterocycloalkyl ring. T 2 and T 3 taken together 
with the carbon atoms to which they are attached optionally form a 4- to 8-membered 
carbocyclic or heterocycloalkyl ring. T 3 and R 15 taken together with the atoms to which 

5 they are attached optionally form a 4- to 8-membered carbocyclic or heterocycloalkyl 
ring. T 4 and R 15 taken together with the atoms to which they are attached optionally form 
a 4-to 8-membered carbocyclic or heterocycloalkyl ring. 

In a preferred embodiment, R 1 andR 3 are each members independently 
selected from hydrogen, (Ci-C 4 )alkyl, (C 3 -C 7 )cycloalkyl, (Ci-C 4 )haloalkyl or (Ci- 

10 C 5 )heteroalkyl; and X is O. R 2 is preferably a member selected from aryl or heteroaryl. 

Representative compounds of the invention are set forth in Example 24 
and FIG. 1. Activities towards PN3 of selected compounds of the invention are provided 
in Table 1. The compound numbers in Table 1 are cross-referenced to the compound 
numbers set forth in the Example and figures. 

15 Table 1 



Compound # 


Activity in Flux 
Assay 


20 ! 


+++ 


23 


-H- 


39 


+-H- 


114 


+ 


154 


+-H- 


323 


+++ 


411 


-H-+ 


414 


+++ 


444 


++ 


449 


+++ 


480 


-H-+ 


1054 


+++ 


1175 


++ 



(-m- 0.1-4 \iM; ++ 4.1-10 jiM; + 10.1-30 [M) 
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Also within the scope of the present invention are compounds of the 
invention that are poly- or multi-valent species, including, for example, species such as 
dimers, trimers, tetramers and higher homologs of the compounds of the invention or 
reactive analogues thereof. The poly- and multi-valent species can be assembled from a 
single species or more than one species of the invention. For example, a dimeric 
construct can be 'Tiomodimeric" or "heterodimeric Moreover, poly- and multi-valent 
constructs in which a compound of the invention or a reactive analogue thereof, is 
attached to an oligomeric or polymeric framework (e.g., polylysine, dextran, 
hydroxyethyl starch and the like) are within the scope of the present invention. The 
framework is preferably polyfunctional (i.e. having an array of reactive sites for attaching 
compounds of the invention). Moreover, the framework can be derivatized with a single 
species of the invention or more than one species of the invention. 

Moreover, the present invention includes compounds within the motif set 
forth in Formula I, which are functionalized to afford compounds having water-solubility 
that is enhanced relative to analogous compounds that are not similarly functionalized. 
Thus, any of the substituents set forth herein can be replaced with analogous radicals that 
have enhanced water solubility. For example, it is within the scope of the invention to, 
for example, replace a hydroxyl group with a diol, or an amine with a quaternary amine, 
hydroxy amine or similar more water-soluble moiety. In a preferred embodiment, 
additional water solubility is imparted by substitution at a site not essential for the ion 
channel activity of the compounds set forth herein with a moiety that enhances the water 
solubility of the parent compounds. Methods of enhancing the water-solubility of organic 
compounds are known in the art. Such methods include, but are not limited to, 
fiinctionalizing an organic nucleus with a permanently charged moiety, e.g., quaternary 
ammonium, or a group that is charged at a physiologically relevant pH, e.g. carboxylic 
acid, amine. Other methods include, appending to the organic nucleus hydroxyl- or 
amine-containing groups, e.g. alcohols, polyols, polyethers, and the like. Representative 
examples include, but are not limited to, polylysine, polyethyleneimine, 
poly(ethyleneglycol) and poly(propyleneglycol). Suitable functionalization chemistries 
and strategies for these compounds are known in the art. See, for example, Dunn, R.L., et 
aL, Eds. Polymeric Drugs and Drug Delivery Systems, ACS Symposium Series Vol. 
469, American Chemical Society, Washington, D.C. 1991. 
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Preparation of Sodium Chan nel Inhibitors 

Compounds of the present invention may be prepared using starting 
materials readily available from commercial suppliers or known intermediates. Examples 
of starting materials available from commercial suppliers include, but are not limited to, 
5 3-methyl-2-phenylpyrazole-4-carboxylic acid, l-phenyl-5-propyMH-pyrazole-4- 
carboxylic acid, l-4-chlorophenyl)-5-propyl-lH-pyrazole-4-carboxylic acid, 2-(4- 
chlorophenyl)-3-trifluoromethyl)pyrazole-4-carboxyUc acid, l-4-(4-chlorophenyl)-l,3- 
thiazole-2-yl]-5-(trifluoromethyl)- 1 H-pyrazole-4-carboxylic acid, 1 ~(4-chlorophenyl)-5- 
methyl-lH-pyrazole-4-carboxylic acid, 5-fluoro-l-phenylpyrazole-4-carboxylic acid and 
10 l-(4-fluorophenyl)-3,5-dimethyl-lH-pyrazole-4-carboxylic acid. Scheme 1 sets forth an 
exemplary synthetic scheme for the preparation of known intermediates used to prepare 
compounds of the invention. 



o o 




d e 



15 Scheme 1 

In Scheme 1, anhydride a is contacted with allyl ether b to form adduct c. 
The pyrazole ring system d is formed by contacting adduct c with hydrazine or a 
hydrazine derivative. The trifluoromethyl group of the pyrazole ketone d is removed by 
treatment with base to afford the carboxylic acid e. 

20 Numerous routes are available for elaborating the carboxylic acid moiety 

of intermediates of the invention. In an exemplary procedure, the pyrazole carboxylic 
acid (compound f; Scheme 2) is activated via conversion to the carboxylic acid chloride 
(compound g; Scheme 2) and made to react with an amine (e.g.; HNR 4 !*. 5 ) in an organic 
solvent such as dichloromethane or tetrahydroforan in the presence of a base such as 

25 triethylamine or pyridine to give an amide of Formula I where Y is: 
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15 



-NR 4 R 5 



and X is O (compound h; Scheme 2). One skilled in the art will recognize that an amide 
of the invention may be converted to a thioamido (i.e.; X is S) by treatment with 
Lawesson's reagent or other methods known in the literature. 

>1 «1 J* 1 



R ^^C H ° xalylch!oride R ^^° hnr4r5 R ^ n >^-r 4 

R 3 R^ ^ 



5 f 9 h 

Scheme 2 

Compounds of the present invention may also be prepared as shown in 
Schemes 3-6. In Scheme 3, the pyrazole amine (compound i) is made to react with a 
10 carboxylic acid chloride (e.g.; R 7 COCl) using similar conditions described above to give 



DO 



R 7 



the amide of formula I where Y is R , R is H and Z is O. 



R 1 gCOCI R^N^- N H 
R^N^-NH 2 



R 3 

i 



Scheme 3 



In Scheme 4, the pyrazole amine (i) may be made to react with an 
isocyanate in an organic solvent such as dichloromethane or tetrahydrofuran to give the 

IfJ-i-R 7 

urea (compound k) where Y is r6 , R 6 is H, Z is O and R 7 is amino. Alternatively, 
the pyrazole amine (compound i) may be made to react with an isothiocyanate to give a 
20 thiourea (i.e.; Z is S). 
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R 1 



10 



15 



, R RNCO rHQ-nh 

W 2 orRNCS R 3 Z ^ > r 



R 3 



K 



Scheme 4 



Li Scheme 5, the pyrazole amine (i) may be made to react with the 
oxazolidinone intermediate (compound 1) in an organic solvent such as tetrahydrofuran, 
acetonitrile or n-butanol, typically at elevated temperature (50-1 00°C), to give the 
sulfenyl urea . Methods used to prepare oxazolidinone are described in the literature. 

O 

R 1 ?AlSP R 1 H fv 

Scheme 5 

In Scheme 6, the pyrazole amine may be made to react with the phenoxy 
intermediate in an organic solvent such as tetrahydrofuran, acetonitrile or n-butanol, 
typically at elevated temperature (50-100°C), to give the cyanoguanidine. Methods used 
to prepare the phenoxy intermediate are described in the literature. 



r1 O^ 0 ^NR a R b 1 JL>IR a R b 



R 2 -N 



hr° — — *-<xx 

Scheme 6 



H. ASSAYS FOR BLOCKERS OF SODIUM ION CHANNELS 

20 PN3 monomers as well as PN3 alleles and polymorphic variants are 

subunits of sodium channels. The activity of a sodium channel comprising PN3 subunits 
can be assessed using a variety of in vitro and in vivo assays, e.g., measuring current, 
measuring membrane potential, measuring ion flux, e.g., sodium or guanidinium, 
measuring sodium concentration, measuring second messengers and transcription levels, 

25 and using e.g. , voltage-sensitive dyes, radioactive tracers, and patch-clamp 
electrophysiology. 
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A number of experimental models in the rat are appropriate for assessing 
the efficacy of the compounds of the invention. For example, the tight ligation of spinal 
nerves described by Kim et al, Pain 50: 355-363 (1992) can be used to experimentally 
determine the effect of the compounds of the invention on a PN3 channel. For example, a 

5 sodium channel blockade in vitro assay can be used to determine the effectiveness of 
compounds of Formula I as sodium channel blockers in an in vitro model by the 
inhibition of compound action potential propagation in isolated nerve preparations 
(Kourtney and Stricharz, Local Anesthetics, Springer-Verlag, New York, 1987). The 
mechanical allodynia in vivo assay is also of use in determining the efficacy of 

10 compounds of the invention (Kim and Chung Pain 50:355 (1992)). Mechanical 

sensitivity can be assessed using a procedure described by Chaplan et ah, J. NeuroscL 
Methods 53: 55-63 (1994). Other assays of use are known to those of skill in the art. See, 
for example, Loughhead et al , U.S. Patent No. 6,262,078. 

Inhibitors of the PN3 sodium channels can be tested using biologically 

1 5 active recombinant PN3, or naturally occurring TTX-resistant sodium channels, or by 
using native cells, like cells from the nervous system expressing a PN3 channel. PN3 
channels can be isolated, co-expressed or expressed in a cell, or expressed in a membrane 
derived from a cell. In such assays, PN3 is expressed alone to form a homomeric sodium 
channel or is co-expressed with a second subunit (e.g., another PN3 family member) so as 

20 to form a heteromeric sodium channel. Exemplary expression vectors include, but are not 
limited to, PN3-pCDNA3.1 . The PN3 channel is stably expressed in mammalian 
expression systems. 

Inhibition can be tested using one of the in vitro or in vivo assays described 
above. Samples or assays that are treated with a potential sodium channel inhibitor or 

25 activator are compared to control samples without the test compound, to examine the 

extent of inhibition. Control samples (untreated with activators or inhibitors) are assigned 
a relative sodium channel activity value of 100. Inhibition of channels comprising PN3 is 
achieved when the sodium channel activity value relative to the control is less than 70%, 
preferably less than 40% and still more preferably, less than 30%. Compounds that 

30 decrease the flux of ions will cause a detectable decrease in the ion current density by 
decreasing the probability of a channel comprising PN3 being open, by decreasing 
conductance through the channel, decreasing the number of channels, or decreasing the 
expression of channels. 
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Changes in ion flux may be assessed by determining changes in 
polarization (i.e., electrical potential) of the cell or membrane expressing the sodium 
channel. A preferred means to determine changes in cellular polarization is by measuring 
changes in current or voltage with the voltage-clamp and patch-clamp techniques, using 
5 the "cell-attached" mode, the "inside-out" mode, the "outside-out" mode, the "perforated 
cell" mode, the "one or two electrode" mode, or the "whole cell" mode (see, e.g., 
Ackennan et al, New Engl. J. Med. 336: 1575-1595 (1997)). Whole cell currents are 
conveniently determined using the standard methodology (see, e.g., Hamil et al, 
Pflugers. Archiv. 391: 85 (1981). Other known assays include: radiolabeled rubidium 

10 flux assays and fluorescence assays using voltage-sensitive dyes (see, e.g., Vestergarrd- 
Bogind et al, J. Membrane Biol. 88: 67-75 (1988); Daniel et al, J. Pharmacol. Meth. 25: 
185-193 (1991); Holevinsky et al, J. Membrane Biology 137: 59-70 (1994)). Assays for 
compounds capable of inhibiting or increasing sodium flux through the channel proteins 
can be performed by application of the compounds to a bath solution in contact with and 

15 comprising cells having a channel of the present invention (see, e.g., Blatz et al, Nature 
323: 718-720 (1986); Park, Physiol. 481: 555-570 (1994)). Generally, the compounds 
to be tested are present in the range from about 1 pM to about 100 mM, preferably from 
about 1 pM to about 1 piM. . 

The effects of the test compounds upon the function of the channels can be 

20 measured by changes in the electrical currents or ionic flux or by the consequences of 
changes in currents and flux. Changes in electrical current or ionic flux are measured by 
either increases or decreases in flux of ions such as sodium or guanidinium ions (see, e.g., 
Berger et al, U.S. Patent No. 5,688,830). The cations can be measured in a variety of 
standard ways. They can be measured directly by concentration changes of the ions or 

25 indirectly by membrane potential or by radio-labeling of the ions. Consequences of the 
test compound on ion flux can be quite varied. Accordingly, any suitable physiological 
change can be used to assess the influence of a test compound on the channels of this 
invention. The effects of a test compound can be measured by a toxin-binding assay. 
When the functional consequences are determined using intact cells or animals, one can 

30 also measure a variety of effects such as transmitter release, hormone release, 

transcriptional changes to both known and uncharacterized genetic markers, changes in 
cell metabolism such as cell growth or pH changes, and changes in intracellular second 
messengers such as Ca 2+ , or cyclic nucleotides. 
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High throughput screening (HTS) is of use in identifying promising 
candidates of the invention. Physiologically, Na channels open and close on a ms 
timescale. To overcome the short time in which channels are open the HTS assay can be 
run in the presence of an agent that modifies the gating of the channel, such as 

5 deltamethrin. This agent modifies the gating of Na channels and keeps the pore open for 
extended periods of time. In addition, while Na channels are primarily selective for Na, 
other monovalent cations can permeate the channel. 

The specificity and effect of the PN3 blocking agents of the invention can 
also be assayed against non-specific blockers of PN3, such as tetracaine, mexilitine, and 

10 flecainide. 

IE. PHARMACEUTICAL COMPOSITIONS OF SODIUM CHANNEL 
OPENERS 

In another aspect, the present invention provides pharmaceutical 
15 compositions comprising a pharmaceutically acceptable excipient and a pyrazole, such as 
a compound according to Formula I. 

Formulation of the Compounds (Compositions) 

The compounds of the present invention can be prepared and administered 

in a wide variety of oral, parenteral and topical dosage forms. Thus, the compounds of 
20 the present invention can be administered by injection, that is, intravenously, 

intramuscularly, intracutaneously, subcutaneously, intraduodenally, or intraperitoneally. 

Also, the compounds described herein can be administered by inhalation, for example, 

intranasally. Additionally, the compounds of the present invention can be administered 

transdermally. Accordingly, the present invention also provides pharmaceutical 
25 compositions comprising a pharmaceutically acceptable carrier or excipient and a neutral 

compound of the invention or a pharmaceutically acceptable salt thereof. 

For preparing pharmaceutical compositions from the compounds of the 

present invention, pharmaceutically acceptable carriers can be either solid or liquid. Solid 

form preparations include powders, tablets, pills, capsules, cachets, suppositories, and 
30 dispersible granules. A solid carrier can be one or more substances, which may also act 

as diluents, flavoring agents, binders, preservatives, tablet disintegrating agents, or an 

encapsulating material. 
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In powders, the carrier is a finely divided solid, which is in a mixture with 
the finely divided active component. In tablets, the active component is mixed with the 
carrier having the necessary binding properties in suitable proportions and compacted in 
the shape and size desired. 

The powders and tablets preferably contain from 5% or 10% to 70% of the 
active compound. Suitable carriers are magnesium carbonate, magnesium stearate, talc, 
sugar, lactose, pectin, dextrin, starch, gelatin, tragacanth, methylcellulose, sodium 
carboxymethylcellulose, a low melting wax, cocoa butter, and the like. The term 
"preparation" is intended to include the formulation of the active compound with 
encapsulating material as a carrier providing a capsule in which the active component 
with or without other carriers, is surrounded by a carrier, which is thus in association with 
it. Similarly, cachets and lozenges are included. Tablets, powders, capsules, pills, 
cachets, and lozenges can be used as solid dosage forms suitable for oral administration. 

For preparing suppositories, a low melting wax, such as a mixture of fatty 
acid glycerides or cocoa butter, is first melted and the active component is dispersed 
homogeneously therein, as by stirring. The molten homogeneous mixture is then poured 
into convenient sized molds, allowed to cool, and thereby to solidify. 

Liquid form preparations include solutions, suspensions, and emulsions, 
for example, water or water/propylene glycol solutions. For parenteral injection, liquid 
preparations can be formulated in solution in aqueous polyethylene glycol solution. 

Aqueous solutions suitable for oral use can be prepared by dissolving the 
active component in water and adding suitable colorants, flavors, stabilizers, and 
thickening agents as desired. Aqueous suspensions suitable for oral use can be made by 
dispersing the finely divided active component in water with viscous material, such as 
natural or synthetic gums, resins, methylcellulose, sodium carboxymethylcellulose, and 
other well-known suspending agents. 

Also included are solid form preparations, which are intended to be 
converted, shortly before use, to liquid form preparations for oral administration. Such 
liquid forms include solutions, suspensions, and emulsions. These preparations may 
contain, in addition to the active component, colorants, flavors, stabilizers, buffers, 
artificial and natural sweeteners, dispersants, thickeners, solubilizing agents, and the like. 

The pharmaceutical preparation is preferably in unit dosage form. In such 
form the preparation is subdivided into unit doses containing appropriate quantities of the 
active component. The unit dosage form can be a packaged preparation, the package 
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containing discrete quantities of preparation, such as packeted tablets, capsules, and 
powders in vials or ampoules. Also, the unit dosage form can be a capsule, tablet, cachet, 
or lozenge itself, or it can be the appropriate number of any of these in packaged form. 

The quantity of active component in a unit dose preparation may be varied 
5 or adjusted from 0.1 mg to 10000 mg, more typically 1 .0 mg to 1000 mg, most typically 
10 mg to 500 mg, according to the particular application and the potency of the active 
component. The composition can, if desired, also contain other compatible therapeutic 
agents. 

10 IV. METHODS FOR INHIBITING ION FLOW IN VOLTAGE-DEPENDENT 
SODIUM CHANNELS 

In yet another aspect, the present invention provides methods for 
decreasing ion flow through voltage dependent sodium channels in a cell, comprising 
contacting a cell containing the target ion channels with a sodium channel-inhibiting 
15 amount of a pyrazole, such as a compound of Formula I 

The methods provided in this aspect of the invention are useful for the 
diagnosis of conditions that can be treated by inhibiting ion flux through voltage- 
dependent sodium channels, or for determining if a patient will be responsive to 
therapeutic agents, which act by inhibiting sodium channels. 



20 



V. METHODS FOR TREATING CONDITIONS MEDIATED BY VOLTAGE- 
DEPENDENT SODIUM CHANNELS 



In still another aspect, the present invention provides a method for the 
treatment of a disorder or condition through inhibition of a voltage-dependent sodium 
25 channel. In this method, a subject in need of such treatment is administered an effective 
amount of a pyrazole compound, such as a compound according to Formula L In a 
preferred embodiment, the compounds provided herein are used to treat a disorder or 
condition by inhibiting an ion channel of the voltage gated sodium channel family, e.g., 
PN3. 

30 The compounds provided herein are useful as sodium channel inhibitors 

and find therapeutic utility via inhibition of voltage-dependent sodium channels in the 
treatment of diseases or conditions. The sodium channels that are typically inhibited are 
described herein as voltage-dependent sodium channels such as the PN3 sodium channels. 



25 



WO 03/037274 



PCT/US02/35172 



The compounds of the invention are particularly preferred for use in the 
treating, preventing or ameliorating pain or seizures. The method includes administering 
to a patient in need of such treatment, a therapeutically effective amount of a pyrazole 
compound, e.g., a compound of the invention or a pharmaceutically acceptable salt 
5 thereof. 

The compounds, compositions and methods of the present invention are of 
particular use in treating pain, including both inflammatory and neuropathic pain. 
Exemplary forms of pain treated by a compound of the invention include, postoperative 
pain, osteoarthritis pain, pain associated with metastatic cancer, neuropathy secondary to 

10 metastatic inflammation, trigeminal neuralgia, glossopharangyl neuralgia, adiposis 
dolorosa, burn pain, acute herpetic and postherpetic neuralgia, diabetic neuropathy, 
causalgia, brachial plexus avulsion, occipital neuralgia, reflex sympathetic dystrophy, 
fibromyalgia, gout, phantom limb pain, burn pain, pain following stroke, thalamic lesions, 
radiculopathy, and other forms of neuralgic, neuropathic, and idiopathic pain syndromes. 

15 Idiopathic pain is pain of unknown origin, for example, phantom limb 

pain. Neuropathic pain is generally caused by injury or infection of the peripheral 
sensory nerves. It includes, but is not limited to pain from peripheral nerve trauma, 
herpes virus infection, diabetes mellitus, causalgia, plexus avulsion, neuroma, limb 
amputation, and vasculitis. Neuropathic pain is also caused by nerve damage from 

20 chronic alcoholism, human immunodeficiency virus infection, hypothyroidism, uremia, or 
vitamin deficiencies. 

Moreover, any sodium channel inhbitory substance possessed of 
satisfactory sodium channel inhibiting activity coupled with favorable intracranial 
transfer kinetics and metabolic stability is expected to show good efficacy in central 

25 nervous system (CNS) diseases and disorders such as central nervous system ischemia, 
central nervous system trauma (e.g. brain trauma, spinal cord injury, whiplash injury, 
etc.), epilepsy, seizures, neurodegenerative diseases (e.g. amyotrophic lateral sclerosis 
(ALS), Alzheimer's disease, Huntington's chorea, Parkinson's disease, diabetic 
neuropathy, etc.), vascular dementia (e.g. multi-infarct dementia, Binswanger's disease, 

30. etc.), manic-depressive psychosis, depression, schizophrenia, chronic pain, trigeminal 
neuralgia, migraine, ataxia, bipolar disorder, spasticity, mood disorders, psychotic 
disorders, hearing and vision loss, age-related memory loss, learning deficiencies, anxiety 
and cerebral edema. 
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In treatment of the above conditions, the compounds utilized in the method 
of the invention are administered at the initial dosage of about 0.001 mg/kg to about 1000 
mg/kg daily. A daily dose range of about 0.1 mg/kg to about 100 mg/kg is more typical. 
The dosages, however, may be varied depending upon the requirements of the patient, the 

5 severity of the condition being treated, and the compound being employed. 

Determination of the proper dosage for a particular situation is within the skill of the 
practitioner. Generally, treatment is initiated with smaller dosages, which are less than 
the optimum dose of the compound. Thereafter, the dosage is increased by small 
increments until the optimum effect under the circumstances is reached. For 

10 convenience, the total daily dosage may be divided and administered in portions during 
the day, if desired. 

EXAMPLES 

The following examples are offered to illustrate, but not to limit the 

1 5 claimed invention. 

In the examples below, unless otherwise stated, temperatures are given in 
degrees Celsius (°C); operations were carried out at room or ambient temperature 
(typically a range of from about 18-25°C; evaporation of solvent was carried out using a 
rotary evaporator under reduced pressure (typically, 4.5-30 mmHg) with a bath 

20 temperature of up to 60°C; the course of reactions was typically followed by thin layer 
chromatography and reaction times are provided for illustration only; products exhibited 
satisfactory ] H-NMR and/or LCMS data; yields (when provided) are for illustration only; 
and the following conventional abbreviations are also used: mp (melting point), L (liter), 
mL (milliliters), mmol (millimoles), g (grams), mg (milligrams), min (minutes), LCMS 

25 (liquid chromatography-mass spectrometry) and h (hours), PS (polystyrene), DDEA 
(diisopropylethylamine) . 
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EXAMPLE 1 

Preparation of l-(3-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole^-c^^ 
acid 

l_l 




KOH ciXX N i^n 

CH 3 CN reflux UH 

MeOH 



5 1,1, 1 ,5,5,5-Hexafluoro-3 -isobutoxymethylen-pentane-2,4-dione was 

prepared according to experimental procedures described in Synthesis 1990, 347-350. 

3-Chlorophenylhydrazine (1.04 g, 7.29 romol) was added to a solution of 
l 5 l,l,5,5,5-hexafluoro-3-isobutoxymethylen-pentane-2,4-dione (2.13 g, 7.29 mmol) in 
acetonitrile (3 mL) at 0 °C The reaction mixture was warmed to room temperature, 

1 0 stirred for 1 6 h and concentrated under reduced pressure. The crude residue was treated 
with methanol (25 mL) and potassium hydroxide (2.00 g) and the reaction mixture 
refluxed for 1 8 h. The reaction mixture was concentrated under reduced pressure and the 
crude product was taken up in water, acidified with 6M hydrochloric acid and extracted 
with ethyl acetate (5 x 50 mL). The organic layers were collected, concentrated and crude 

15 product purified by column chromatography on silica gel to give l-(3-chloro-phenyl)-5- 
trifluoromethyl-lH-pyrazole-4-carboxylic acid. LCMS m/z = 288.9(M-H)~. 

EXAMPLE 2 

Preparation of l-(4-chloro-phenyl)-5-trifluoromethylAH^ 
20 acid-pyridine-4-ylamide 

H 2 I> 





NEt 3 
CH 3 CN 



1 -(4-CMoro-phenyl)-5-trifluorome%l4i?-pyrazole-4-carbonyl chloride 
(0.100 g, 0.324 mmol) was added to a solution of 4-aminopyridine (0.036 g, 0.387 mmol) 
and pyridine (0.078 mL, 0.969 mmol) in acetonitrile (10 mL). The reaction mixture was 
25 heated at 60 °C for 12 h, concentrated and the crude product was purified by column 
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chromatography on silica gel to give l-(4-cUoro-phenyl)-5-trifluoromethyl-li/-pyrazole- 
4-carboxylic acid pyridine-4-ylamide. LCMS m/z = 366.9 (M+H) + . 

EXAMPLE 3 

5 Preparation of l-(4'Chloro-^phenyl)'5-trifluoromethyl'lH-pyrazole'4'Carboxylw 

acid (3-methane sulfonyl-phenyl)-amide 




l-(4-CWoro-phenyl)-5-trifluoromethyl-lJy-pyrazole-4-carbonyl chloride 



(0.250 g, 0.808 mmol) was added to a solution of 3-methylsulfonylaniline hydrochloride 
10 (0.184 g, 0.889 mmol) and triethylamine (0.563 mL, 4.04 mmol) in acetonitrile (20 mL). 
The reaction mixture heated at 60 °C for 12 h, concentrated and crude product purified by 
column chromatography on silica gel to give l-(4-chloro-phenyl)-5-trifluoromethyl-liy- 
pyrazole-4-carboxylic acid (3-methane suIfonyl-phenyl)-amide. ! H-NMR (CD 3 OD, 300 
MHz) 5 8.37 (s, 1H), 8.17 (s, 1H), 7.97 (d, 1H, J = 8.5 Hz), 7.73 (d, 1H, J = 8.0 Hz), 7.59- 
15 7.66 (m, 3H), 7.51 (d, 2H, J = 8.8 Hz), 3.15 (s, 3H); LCMS m/z = 443.9 (M+H) + . 

EXAMPLE 4 



Preparation of l-(4-chloro-phenyl)-5-trifluoromethyl-lH^ 
acid [2-(3-fluoro-phenyl)-ethyl] -amide 




CH 3 CN 

1 -(4-chloro-phenyl)-5-trifluoromethyl- li/-pyrazole-4-carbonyl chloride 



(0.100 g> 0.324 mmol) was added to a solution of 2-(3-fluoro-phenyl) ethylamine (0.051 
mL, 0.389 mmol) and triethylamine (0.135 mL, 0.972 mmol) in acetonitrile (10 mL). The 
reaction mixture stirred for 1 hr at room temperature, concentrated and crude product 
25 purified by column chromatography on silica gel to give l-(4-chloro-phenyl)-5- 
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trifluoromethyl-l/f-pyrazole-4-carboxylic acid [2-(3-fluoro-phenyl)-ethyl]-amide. LCMS 
m/z = 412.0 (M+H) + . 

EXAMPLE 5 

Preparation of l-(3-chloro-phenyl)-5Arifluorometh^^ 
acid 3-trifluoromethyl-benzylamide ) 

OH - 

BOP, NEt 3 
THF 

Benzotriazole-l-yloxytris(dimethylai^ 
hexafluorophosphate (BOP) (0.083 g; 0.189 mmol) was added to a solution of l-(3- 

10 cUoro-phenyl)-5-trifluoromethyl-li7-pyrazole-4-carboxylic acid ( 0.050 g; 0.172 mmol), 
3-trifluoromethyl benzylamine (0.030 g; 0.206 mmol) and triethylamine (0.072 mL; 0.516 
mmol) in tetrahydrofuran (10 mL). The reaction mixture was stirred at room temperature 
for 4 h, concentrated and the crude product purified by column chromatography on silica 
gel to give l-(3-cUoro-phenyl)-5-trifluoromethyl-li/-pyrazole-4-carboxyhc acid 3- 

1 5 trifluoromethyl-benzylamide. LCMS m/z = 448.8 (M+H) + . 





EXAMPLE 6 

Preparation of l-(4-chloro-phenyl)-5-trifluoromethyL^ 
acid (2,4-difluoro-phenyl)-amide) 




20 CH 3 CN 

2-4-difluoro-phenylamine (0.004 g; 0.029 mmL) was added to a suspension of l-(4- 
cMoro-phenyl)-5-trifluoromethyl-lfl-pyrazole-4-carbonyl chloride (0.010 g; 0.032 mmol) 
and PS-DEEA (0.1 g) in acetonitrile (2 mL). The reaction mixture was shaken at room 
temperature for 12 h at which time PS-trisamine (0.1 g) was added to remove the excess 
25 acid chloride. After an additional 12 h of shaking, the reaction mixture was filtered and 
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concentrated to give l-(4^Woro-phenyl)-5-trifluoromethyl-l/^pyrazole-4-caiboxylic 
acid (2,4-difluoro-phenyl)-amide. LCMS m/z = 399.8 (M-H)\ 

EXAMPLE 7 

5 Preparation of l-(4'Chloro-phenyl)'5-trifluoromethyl'JH-pyrazole^carboxylic 



acid (2-fluoro-3-trifluoromethyl-phenyl)-amide 




CH 3 CN 



2 -Fluoro-3-tiifluoromethyl -phenyl amine (0.007 g; 0.039 mmol) was added to a 
suspension of l-(4-chloro-phenyl)-5-trifluoromethyl-l//-pyrazole-4-carbonyl chloride 

10 (0.010 g; 0.032 mmol) and PS-DIEA ( O.lg) in acetonitrile (2 mL). The reaction mixture 
was shaken at room temperature for 12 h at which time PS-TSC1 (0.2 g) high loading was 
added to remove the excess amine. After an additional 12 h of shaking, the reaction 
mixture was filtered and concentrated to give l-(4-chloro-phenyl)-5-trifluoromethyl-lfl'- 
pyrazole-4-carboxylic acid (2-fluoro-3-trifluoromethyl-phenyl)-amide. LCMS m/z = 

15 449.9 (M-H)\ 

EXAMPLE 8 

Preparation of l-(4-fluoro-phertyl)-5-trifluoromety 
acid 3~trifluoromethyl-benzylamide 




20 CH 3 CN 

3-Trifluoromethyl benzylamine (0.014 mL, 0.100 mmole) was added to a 
suspension of l-(4-fluoro-phenyl)-5-trifluoromethyl-li/-pyrazole-4-carboxylic acid 
(0.030 g; 0.109 mmol) and PS-Carbodiimide (0.2 g) in methylene chloride (2 mL). The 
reaction mixture was shaken at room temperature for 12 h at which time the reaction 

25 mixture was filtered and concentrated to give l-(4-fluoro-phenyl)-5-trifluoromethyl-lif- 
pyrazole-4-carboxylic acid 3-trifluoromethyl-benzylamide. LCMS m/z = 432.3 (M+H) + . 
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EXAMPLE 9 



Preparation of l-(4-Chloro-phetiyl)-5-trifluoromethyl-M 




Bromine (4.70 mL, 100 mmol) was added to a solution of l-(4-chloro- 
5 phenyl)-5-trifluoromethyl-lH-pyrazole-4-carboxylic acid amide (1.20 g, 4.15 mmol) in 
3M NaOH (100 mL). The reaction mixture was heated at 100 °C for 1 hour, cooled to 
room temperature and extracted with EtOAc (3 x 50 mL). Organic layers were collected, 
concentrated and crude product purified by column chromatography to give l-(4-chloro- 
phenyl)-5-trifluoromethyl-lH-pyrazol-4-ylamine (0.408 g, 38 %). 



(^oro-phenyl)-5-trifluoromethyl-lH-pyrazol-4-ylamine (0.100 g, 0.382 mmol) and 
Na 2 C0 3 (0.405 g, 3.82 mmol) in CH 2 C1 2 /H 2 0 (50 mL, 1 :1) and stirred at room 
temperature for 30 min. 3-Methanesulfonyl-phenylamine HC1 (0.095 g, 0.458 mmol) was 
added to the reaction mixture, stirred at room temperature for 2 hrs, organic layer 
20 collected and aqueous layer extracted with EtOAc (3 x 25 mL). Organic layers were 

collected, concentrated and crude product purified by column chromatography to give 1- 

[H4-cWoro-phenyl)-5-trifluoro^ 

urea (0.040 g, 22%). 

25 EXAMPLE 11 



EXAMPLE 10 



Preparation of l-[l-(4-Chloro-phenyl)-5Arifto 
methanesulfonyl-phenyl)-urea 




Triphosgene (0.042 g, 0.140 mmol) was added to a solution of l-(4~ 




OCN. 



XX. 



.ct 



CI 



'CI 



.CI 



32 



WO 03/037274 



PCT/US02/35172 



Excess 3,4-dichlorophenylisocyanate was added to a solution of l-(4- 
CMoro-phenyl)-5-trifluoromethyl-lH-pyrazoM-ylamine (13.1 mg, 0.05 mmol) in THF (1 
mL). The reaction was shaken overnight then the excess 3,4-dichlorophenylisocyanate 
was scavenged with PS-trisamine. The product (21.4 mg, 95%) was isolated by filtration 
5 and evaporation. 



EXAMPLE 12 

Preparation of 3-{[l-(4-Chloro-phenyl)~5-trifluoromethyl-lH-pyrazole-4- 
carbonyl] -amino}-benzenesulfonyl fluoride 



>A c ^ 3 ' 





10 

l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4-carbonylcUorid 
(3.00 g, 9.70 mmol) was added to 3-amino-benzenesulfonyl fluoride (1.87 g, 10.6 mmol) 
in CH2CI2 (50 ml) containing pyridine (2.35 ml, 29.1 mmol). Reaction mixture stirred 
overnight at room temperature, concentrated under reduced pressure and crude product 
15 purified by column chromatography to give 3-{[l-(4-chloro-phenyl)-5-trifluoromethyl- 
lH-pyrazole^-carbonyl]-amino}-benzenesulfonyl fluoride (3.23 g, 74 %). 

EXAMPLE 13 

Preparation of l-(4-Chloro-phefiyl)-5-trifluoromethyl-lH'pyrazole^-carboxylic 
20 acid (3-cyclopropylsulfamoyl-phenyl)-amide 

>-NH 2 
^ C 




Cyclopropyl amine (0.012 mL, 0.167 mmol) was added to 3-{[l-(4-chloro- 
phenyl)-5-trifluoromethyl-lH-pyrazole^-carbonyl]-amino} -benzenesulfonyl fluoride 
(0.025 g, 0.055 mmol) in CH 2 C1 2 (10 ml). Reaction mixture stirred overnight at room 
25 temperature, concentrated under reduced pressure and crude product purified by column 
chromatography to give l-(4-cMoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4-carboxylic 
acid (3-cyclopropylsulfamoyl-phenyl)-amide (0.015 g, 55 %). 
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EXAMPLE 14 



Preparation of U(4-Chloro-phenyl)-5-trifluoromethyl-lH^ 
acid (3- cyano-2-phenyl-isourea)-amide 




5 Diphenyl N-cyanocaibonimidate (0.235 g, 0.984 mmol) was added to l-(4- 

chloro-phenyl)-5-trifluoromethyl-lH-pyrazole--4-carboxylic acid (3-amino-phenyl)-amide 
(0.250 g, 0.656 mmol) in CH 3 CN (10 mL) and heated at 80 °C overnight. Reaction 
mixture concentrated under reduced pressure and crude product purified by column 
chromatography to give l-(4-cUoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4-carboxylic 
10 acid (3- cyano-2-phenyl-isourea)-amide (0.258 g, 75 %). 



EXAMPLE 15 

Preparation of l-(4-Chloro-phenyl)-5-trifluoromethy^ 
acid N'-methyl-cyanoguanidine 




l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4-carboxylic acid (3- 
cyano-2-phenyl-isourea)-amide (0.050 g, 0.095 mmol) was added to a solution of methyl 
amine (10 mL, 20 mmol, 2M in THF) and stirred overnight. Reaction mixture 
concentrated under reduced pressure and crude product purified by column 
20 chromatography to give l-(4-cWoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4-carboxylic 
acidN-methyl-cyanoguanidine (0.038 g, 88 %). 



EXAMPLE 16 

Preparation of l-(4-Chloro-phenyl)-5-mfluorometh^ 
25 acid (3- methylsulfone-2-phenyl-isourea)-amide. 
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Diphenyl N-melhylsulfone-carbonimidate (0.573 g, 1.97 mmol) was added 
to l-(4-cMoro-phenyl)-5-tr^ acid (3-amino- 

phenyl)-amide (0.500 g, 1.31 mmol) in CH 3 CN (20 mL) and heated at 80 °C for 2 days. 
Reaction mixture concentrated under reduced pressure and crude product purified by 
5 column chromatography to give 1 -(4-chloro-phenyl)-5-trifluoromethyl-l H-pyrazole-4- 
carboxylic acid (3- methylsulfone-2-phenyl-isourea)-amide (0.700 g, 92 %). 



EXAMPLE 17 

Preparation of l-(4-Chloro-phenyl)-5-trifluoromethy 
1 0 acid [3-(N r -methylsulfone'N"-cyclopropyl-guanidino^ 




l-(4-(^oro-phenyl)-5-trifluoromethyl-lH»pyrazole-4-carboxylic acid (3- 
methylsulfone-2-phenyl-isourea)-amide (0.025 g, 0.0432 mmol) was added to a solution 
of cyclopropyl amine (0.030 mL, 0.432 mmol) in THF (5 mL) and stirred overnight. 
1 5 Reaction mixture concentrated under reduced pressure and crude product purified by 
column chromatography to give l-(4-cUoro«phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid [3-(N f -methylsulfone-N"-cyclopropyl-guanidino)-phenyl]-aim (0.015 g, 
65 %). 



20 EXAMPLE 18 

Preparation of l-(4-Chloro-phenyl)-5-trifluoromethylAH-pyrazole-4^ 
acid (3-boronic acid-phenyl)-amide. 

H 2 NyY B ( OH )2 

chy^fc 9 F 3 o Ch V^\ 





Cl N H B(OH)2 



25 l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4-carbonyl chloride 

(0.100 g, 0.323 mmol) was added to 3-amino-boronic acid monohydrate (0.060 g, 0.388 
mmol) in CH 2 C1 2 (5 ml) containing pyridine (0.078 ml, 0.970 mmol). Reaction mixture 
stirred 2 hours at 80 °C, concentrated under reduced pressure and crude product purified 
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by column chromatography to give l-(4-chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid (3-boronic acid-phenyl)-amide. (0.130 g, 98 %). 

EXAMPLE 19 

5 Preparation of l-(4-Chloro-phenyl)-5ArifluoromethyM 



acid (3-thiazol-2-yl-phenyl)'amide 




Dichlorobis(triphenylphosphine)palladiiim (IT) (0.002 g, 0.00244 mmol) 
was added to a degassed (N2) mixture of l-(4-chloro-phenyl)-5-trifluoromethyHH- 



10 pyrazole-4-carboxylic acid (3-boronic acid-phenyl)-amide (0.100 g, 0.244 mmol), 
Na 2 C0 3 ( 0.052 g, 0.488 mmol), and 2-Bromo-thiazole (0.048 g, 0.292 mmol) in 
B^O/toluene (1 mL/2 mL). Reaction mixture heated at 80 °C for 12 hours, cooled to 
room temperature and extracted with EtOAc (3x5 mL). Organic layers were collected, 
concentrated and crude product purified by column chromatography to give l-(4-Chloro- 

15 phenyl)-5-trifluoromethyHH-pyrazole-4-carboxylic acid (3-thiazol-2-yl-phenyl)-amide 
(0.074 g, 67 %). 

EXAMPLE 20 

Preparation of l-(4-Chloro-phenyl)-5-trifluoromethyl-lH^ 
20 acid (3-sulfamide~phenyl)-amide. 




Sulfamide (0.010 g, 0.105 mmol) was added to l-(4-chloro-phenyl)-5- 
trifluoromethyl-lH-pyrazole-4-carboxylic acid (3-amino-phenyl)-amide (0.020 g, 
6.00525 mmol) in 1,4-dioxane (2 mL) and heated at 120 °C overnight. Reaction mixture 
25 concentrated under reduced pressure and crude product purified by column 

chromatography to give l-(4-(^loro-phenyl)-5-trifluoromethyl-lH-pyrazole-4-carboxylic 
acid (3-sulfamide-phenyl)-amide (0.013 g, 54 %). 
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EXAMPLE 21 

Preparation of l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyr^^ 
acid (3-dimethylsulfamide-phenyl)-amide. 




5 Dimethylsulfamoyl chloride (0.010 g, 0.105 mmol) was added to l-(4- 

CWoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4-carboxylic acid (3-amino-phenyl)- 
amide (0.025 g, 0.0656 mmol) in CH 3 CN (2 mL) containing pyridine (0.016 mL, 0.196 
mmol). Reaction mixture stirred overnight, concentrated under reduced pressure and 
crude product purified by column chromatography to give l-(4-Chloro-phenyl)-5- 

10 trifluoromethyl-lH-pyrazole-4-carboxylic acid (3-dimethylsulfamide-phenyl)-ainide 
(0.019 g, 59 %). 

EXAMPLE 22 

14 C Guanidinium Ion Influx Binding Assay 

15 PN3 stably expressed in a host cell line were maintained in DMEM with 

5% fetal bovine serum and 300 ng/ml G-41 8. The cells were subcultured and grown to 
confluence in 96-well plates 24-48 h before each experiment. After the growth medium 
was removed, the cells were washed with warm buffer (25 mM Hepes-Tris, 135 mM 
choline chloride, 5.4 mM potassium chloride, 0.98 mM magnesium sulfate, 5.5 mM 

20 glucose, and 1 mg/ml BSA, pH 7.4) and incubated in buffer on a 36 °C slide warmer for 
approximately 10 minutes. Various concentrations of the test compounds or standard 
sodium channel blockers (10 \xM) and then deltamethrine (10 pM) were added to each 
well. After the cells were exposed to deltamethrine for 5 minutes, 5 |oM of 14 C- 
guanidiriium was added, incubated with the radioligand (30-60 min), washed with ice- 

25 cold buffer, and dissolved in 0.1N sodium hydroxide. The radioactivity and the protein 
concentration of each cell lysate were determined by liquid scintillation counting and the 
protein assay using Pierce BCA reagent. 
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EXAMPLE 23 

23. 1 Mechanical Allodynia In vivo Assay 

This assay determines the effectiveness of compounds of Formula I in 
relieving one of the symptoms in an in vivo model of neuropathic pain produced by spinal 
nerve ligation, namely mechanical allodynia. 

Tactile allodynia was induced in rats using the procedures described by 
Kim and Chung, Pain 50: 355-363 (1992). Briefly, the rats were anesthetized with 2-5% 
inhaled isoflurane and maintained by 1% isoflurane. Each animal was then placed in a 
prone position, a 3 cm lateral incision was made, and the left paraspinal muscles 
separated from the spinous process at the L 4 -S 2 level. The L 6 transverse process was then 
removed in order to visually identify the L 4 -L 6 spinal nerves. The L5 and L6 spinal nerves 
were then individually isolated and tightly ligated with silk thread. The wound was then 
closed in layers by silk sutures. These procedures produced rats which developed a 
significant increase in sensitivity to mechanical stimuli that did not elicit a response in 
normal rats. 

Mechanical sensitivity was assessed using a procedure described by 
Chaplan et al, J. Neurosci. Methods 53: 55-63 (1994). Briefly, a series of eight Von Frey 
filaments of varying rigidity strength were applied to the plantar surface of the hind paw 
ipsilaterial to the ligations with just enough force to bend the filament. The filaments 
were held in this position for no more than three seconds or until a positive allodynic 
response was displayed by the rat. A positive allodynic response consisted of lifting the 
affected paw followed immediately by licking or shaking of the paw. The order and 
frequency with which the individual filaments were applied were determined by using 
Dixon up-down method. Testing was initiated with the middle hair of the series with 
subsequent filaments being applied in consecutive fashion, either ascending or 
descending, depending on whether a negative or positive response, respectively, was 
obtained with the initial filament. 

23.2 Tliermal Hyperalgesia In vivo Assay 

This assay determines the effectiveness of compounds in relieving one of 
the symptoms of neuropathic pain produced by unilateral mononeuropathy, namely 
thermal hyperalgesia. 

The rats having had surgery as described above were assessed for thermal 
hyperalgesia sensitivity at least 5-7 days post-surgery. Briefly, the rats were placed 
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beneath inverted plexiglass cages upon an elevated glass platform and a radiant heat 
source beneath the glass was aimed at the plantar hindpaw. The duration of time before 
the hindpaw was withdrawn from the floor was measured to the nearest tenth of a second. 
The cutoff time for the heat stimulus was 40 seconds, and the light was calibrated such 
5 that this stimulus duration did not burn or blister the skin. Three latency measurements 
were taken for each hindpaw ipsilateral to the ligation in each test session, alternating left 
and right hindpaws, with greater than 1 minute intervals between tests. 

23.3 Results 

1 0 ~ The results show that after oral administration the compounds of the 

invention produce efficacious anti-allodynic effects at doses less then or equal to 100 
mg/kg. The results show that after IV administration the compounds of the invention 
produce efficacious anti-hyperalgesic effects at doses less than or equal to 30 mg/kg. 
Overall, the compounds of the present invention were found to be effective in reversing 

15 mechanical allodynia-like and thermal hyperalgesia-like symptoms. 



EXAMPLE 24 

Example 24 sets forth representative compounds of the invention. 



compound # 


name 


MZ 


1 


l-(4-Chloro-phenyl)-5-trifluoromethyl-lH--pyrazole-4- 
carboxylic acid (benzo[l,3]dioxol-5-ylmethyl)-amide 


423 


2 


l-(4-Ohloro-phenyl)-5-trifluoromethyl--lH-pyrazole-4- 
carboxylic acid (pyridin-2-ylmethyl)-amide 


380 


3 


l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid (pyridin-3 -ylmethyl)- amide 


380 


4 


l-(4-Chloro-phenyl)-5-trifluoromethyHH-pyrazole-4- 
carboxylic acid (pyridin-4-ylmethyl)-amide 


380 


5 


l-(4-Chloro--phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid (2,4,6-trichloro-phenyl)-amide 


467 


6 


l-(4-CWoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid 3,4-dichloro-benzylamide 


447 
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1 


l-(4-Chloro-phenyl)-5-trifluoromet]iyl-lH-pyrazole-4- 

sm**'Us<k'v-t/l<is« nr>lA ^^.m^tViv1-'ninPT5l7lT1-1 -vlY-TTrCyDVll- 
CBTDOXyilC 3.C1Q [ j-^*r"inciny 1-pipci a£*u± x yij V^vyjij 

amide 


429 


8 


l-(4-CWoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid Lz-^z,4-cuciuoro-pnenyij-emyij-dimuc 


461 


9 


l-(4-CUoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid [/-(J,4-aimetnoxy-pnenyij-eiayij-meuiyi- 

amide 


*tu / 


10 


1 -(4-Chloro-pJieiiyl)- j-tntluorometnyi- 1 n-pyrazoie-^- 
carboxylic acid (biphenyl-3-ylmethyl)-amide 


455 ! 


11 


1 -(4-Cnloro-pnenylj-D-tnuuoronieuiyi- 1 xi-pyrazoie-H- 
carboxylic acid (5-methyl-isoxazol-3-yl)-amide 


370 


12 


1 /A Pli1rt*A «U t tW C ■fW -flit rv-rwm 0+ V» i/l 1 XT r\\rr'^ r 7 <^\\ f^— Zl— 

1 -(4-Uliloro-pnenyij- j-innuoronietnyi- 1 ri-pyrdzuie-H-- 
carboxylic acid (lH-pyrazol-3-yl)-amide 


355 


.... . 

13 


1 -(4-v^nloro-pnenyi )- j-tniiuoromeinyi- iri-pyrdzoic-H- 
carboxylic acid (4-cyano-2H-pyrazol-3-yl)-amide 


380 


14 


1 -(4-UJiLoro-piienyi jo-tniiuoromeiriyi- in-pyrazoic-H- 
carboxylic acid (2-e%l-2H-pyrazol-3-yl)-amide 


383 


15 


1 -(4-Cnloro-pnenyl)-j-tniluorom 
carboxylic acid (5~hydroxy-lH-pyrazol-3-yl)-amide 


371 


16 


1 -(4-Cmoro-pnenyl)-5-tniluorometnyi- 1 ri-pyrazoie-4- 
carboxylic acid isoxazol-3-ylamide 


356 


17 


1 -(4-Cmoro-pneny l)o -mlluorometnyi-iri-pyrazoie-H- 
carboxylic acid (5-phenyl-2H-pyrazoi-3-yl)-amide 


431 


18 


1 -(4-Uliloro-pneiiyi j-D-tniiuoromexnyi- iri-pyrazoie-H- 
carboxylic acid (2 5 5-dimethyl-2H-pyrazol-3-yl)-amide 


383 


19 


l-(4-CMoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
rarhnxvlin acid r4-hroTno-5-niethvl-isoxazol-3-vlVanilde 


448 


20 


1^4-CWoro-phenyl)-5-trifluoromethyl4H-pyrazole-4- 
carboxylic acid (2-methyl-5-phenyl-2H-pyrazol-3-yl> 
atnide 


445 
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01 
Zl 


1 -(4-Chloro-phenyl)-5-trifluoromethyl- lH-pyrazole-4- 
r>Q-rhrtv«7lJr> t>r\A ^-r&Yo-1 -nVif»Tiv1-4 5-Hi liviiro-l TT-ovrsizol- 

23XDOXY11C dvlU IJ^iAU^i pxlvlxjfx "Uiixjrixxv xxx pji*u*vi 

3-yl)-amide 


447 


22 


1 //I PltlnrA •nlnanx/A-^-frtflnnrnmptVivl-l T-T-"nvrfl7nlp-4- 
j[ -i tf-\^jj,lorO"pncnyi ^- j -ixijuuuiuiiioiiiyi- l ri-pyi aziuic-'r 

carboxylic acid pyridin-3-ylamide 


366 


23 


1 .niOTQ-pDciiyi )-j -iJiiiuuroiiicLQyi'- 1 n-p yr*iz<uic- < +- 
carboxylic acid pyridin-4-ylamide 


366 


24 


1 - (4 - Unloro -pnenyi)- j -niiiuorome iny i- i ri-pyrazoie-^- * 
carboxylic acid 3-trifluoromethyl-benzylamide 


447 


25 


l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic aciu 4-xnnuoromeinyi-Deiizyiaimae 


447 


Zo 


l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carDoxyuc aciQ [/-^j-cj^oro-^-iiuoro-piicuyi^-M , -vyaiiu- 
2H-pyrazol-3-yl]-amide' 


508 


27 


l -i 4~c>nioro-piieiiyi yo -ixiiiuuruiiiciiiyi 1 xi-py i oz<uac *t 
carboxylic acid (5-bromo-6-methyl-pyridin-2-yl)-amide 


458 


28 


1 -( 4-i^ruOro-pneiiyi j -unnuor unic my i- 1 in yyi ozajiv t 

carboxylic acid [2-(3 > 5-dimethoxy-phenyl)-ethyl]-amide 


453 


29 


1 -Fnenyl- ^-propyl- 1 ii-pyrazoie-4-carDoxync aciu |z-jy , 
dimethoxy-phenyl)-ethyl]-amide 


393 


30 


1 -(4-Cnloro -phenyl) - j -tn tiuorometny i- 1 jn-pyrazoie-*t- 
carboxylic acid 2,6-dimethoxy-benzylamide 


439 


31 


1-JrJienyl-D -propyl- ixi-pyrazoie-*f-caruoxy iic aoiu z,o- 
dimethoxy-benzylamide 


379 


32 


1 -^4-v^liloro-pncnyi jo - iniiuor onie tnyi- 1 n-pyrdzuie-t- 
carboxylic acid [2-(lH-indol-3-yl)-ethyl]-amide 


432 


33 


i-i^nenyi-j-propyi-iJci-pyrazoie-*+-carDoxyiic duiu [z-^in.- 
indol-3-yl)-ethyl]-amide 


372 


34 


2-{[l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole- 
4-carbonyl]-amino}-propionic acid methyl ester 


375 


35 


2-[(l-Phenyl-5-propyl-lH-pyrazole-4-carbonyl)-amino]- 
propionic acid methyl ester 


315 
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36 


z-|[l -(4-Unloro-pnenyij- j-uiiiuoromeLnyi- in-pyrazoie- 
4-carbonyl]-amino}-propionic acid methyl ester 


417 


37 


4-lVLetnyi-z-L^ i -pnenyi- 3-propyi- ixi-pyrazoie-H-caroonyi j- 
amino]-pentanoic acid methyl ester 


357 


38 


2- { [ 1 -(4-Unloro-pnenyl}- D-tniiuorometnyi- 1 xi-pyrazoie- 
4-carbonyl]-amino}-3-phenyl-propionic acid methyl ester 


451 


39 ' 


3-Phenyl-2-[(l-phenyl-5-propyHH-pyrazole-4-carbonyl)- 
amino]-propionic acid methyl ester 


391 


40 


1 -(4-Chloro-phenyl)-5 -trifluoromethyl- 1 H-pyrazole-4- 
carboxylic acid (3-fluoro-5-trifluoromethyl-phenyl)-amide 


451 


41 


l-Phenyl-5-propyl-lH-pyrazole-4-carboxylic acid (3- 
fluoro-5-trifluoromethyl-phenyl)-amide 


391 


42 


2-{[l-(4-Chloro-phenyl)-5-trifluoromethyMH-pyrazole- 
4-carbonylJ-ammo) 1 H-indol-3-yl j-propionic acia 
methyl ester 




43 


3-( 1 H-lnaol-J-yl)-z- [( l -pnenyi- 3 -propyl- 1 JnL-pyrazoie-4- 
carbonyl)-amino]-propionic acid methyl ester 


430 


44 


1 -(4-Caloro-phenyl)-5-tnfluoromethyl-l H-pyrazole-4- 
carboxylic acid [2-(3,4-dimethoxy-phenyl)-ethyl]-amide 


453 


45 


l-Phenyl-5-propyHH-pyrazole-4-carboxyuc acid |2-(3,4- 
dimethoxy-phenyl)-ethyl]-amide 


393 


46 


l-(4-Cmoro-phenyl)-5-tnfluoromethyl-lH-pyrazole-4- 
carboxylic acid (2-thiophen-2-yl-ethyl)-amide 


399 


47. 


l-Phenyl-5-propyl-lH-pyrazole-4-carboxylic acid (2- 
thiophen-2-yl-ethyl)-amide 


339 


48 


l -(4-Chloro-phenyl)-5-trifluoromethyl- 1 H-pyrazole-4- 
carboxylic acid (furan-2-ylmethyl)-amide 


369 


49 


l-Phenyl-5-propyHH-pyrazole-4-carboxylic acid (furan- 
2-ylmethyl)-amide 


309 


50 


i - v^moro-pnenyii- j~ ixuiuoroineiJiyj.~ i n-pyroziuic-'t- 
carboxylic acid (2-pyridin-2-yl-ethyl)-amide 


394 


51 


l-Phenyl-5-propyl-lH-pyrazole-4-carboxylic acid (2- 
pyridin-2-yl-ethyl)-amide 


334 
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52 


1 _f A_Ph1 nrn-rihpn v1 V^-tri fhinrnm eth vl- 1 H-t> vrazole-4- 

carboxylic acid (l-benzyl-pyrroHdm-3-yl)-amide 


448 


53 


1 -PH pr» vl - S -nrnn vl - 1 TT-nvra7n1e-4-carhoxvlic acid (\- 
beii2yl-pyiTolidin-3-yl)-amide 


388 


54 


1 -^~v^JULluru piiviiyi / J u ill uui ujllac my i- i xi-p yi ctt»uic **- 

carboxylic acid (lliiophen-2-ylinetbyl)-amide 


385 


55 


1 -jT ncnyi- u -propyl- i n p yrazu lv-h- c> oru u Ay iiv avi u 
(llAiophen-2-ylinethyl)-ainide 


325 


56 


l - [Q- v^/AAioro -p nciiy i j-iniiuoroAAicuiyi- 1 n-pyio/.uic-H- 
carboxylic acid (lH-beiAZoimidazol-2^ 


419 


57 


i-jrHenyio-propyi-iJLA-pyr^ dviu 
beiizoiAAAidazol-2-ylmethyl)-amide 


359 


58 


1 (A C^\^ 1 nrn -r*Vi #>ti a /1 1 _ ^ _ tr*i fl 1 1 nmm pfVl vl - 1 TT-T* VT P 7 0 1 f*-4— 
1 - 1 H~ V^ILLUl U "-pilCXl y 1 J" J~U.1aJ.LIUI UlAiCliiyA" i AA-pyA cxZjVJIv ~r" 

carboxylic acid (1-ethyl-pyrrolidm^ 


400 


59 


1 l^Vi*»n\7l_.^-r%m-n\/1-1 TT-i - ivra7r\1p-4.-f % 3rVinwlir apjH - 
l-jTllCUyi -piupyi ~ , iri"pyiclx»iJlc~ , T v^cu. uua_j ia^ aoiu ^a 

ethyl-pyiroli^ 


340 


60 


i -^-Hv^jLAioro-piiviiyi j J -liiiiuuiUAAACiiiyi- i xx pyi a^uic *t- 
carboxylic acid (2-pyridin-3-yl-eAyl)-anAide 


394 


61 


l-x^cnyio-propyi-ijri-pyrdz^ ai/iu y** 
pyridin-3-yl-ethyl)~aniide 


334 


62 


l Vw/iiioro -pncny i j-j-iriiiuoruiucixiyi- 1 ri-pyi tu^uic-**- 
carboxylic acid (2-phenoxy-etbyl)-amide 


409 


63 


i-iriiciiyi-D -propyl- 1 n-pyrazoie-'t-cdruUAyiiL/ auiu ^z.- 
phenoxy-ethyl)-amide 


349 


64 


i -^-f-i^jLjuoro-pAieiiyi j o - iri n uuruiii e iiiy i- i xi-pyi az,uic-t- 
carboxylic acid [3-(2-oxo-pyiTolidiii-l-yl)-propyl]-amide 


414 


65 


i -xnenyi- j -propyl- 1 xi-pyrazoic-*f-carDO xyiio ctoiu ^ j 
oxo-pyrroUdin- 1 -yl)-propyl]-amide 


354 


66 


1 -Phenvl-5-r)roij vl- 1 H-ovra7,ole-4-carboxvlic acid 
(biphenyl-3-ylmethyl)-amide 


395 


67 


l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid 3,5-bis-trifluoromethyl-benzylamide 


515 
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68 


i-rnenyio -propyl- iii-pyrazoie-4-carDo xync acia j,3-dis- 
trifluoromethyl-benzylamide 


455 


69 


1 -^4-i^moro-pnenyi j- j-inuuoroineuiyi- ixi-pyrazoic-*t- 
carboxylic acid 4-nitro-benzylamide 


424 


70 


l-rnenyio -propyl- iJi-pyrazoie-4-carDoxync acia 4-niiro- 
benzylamide 


364 


71 


l -(4-Chloro-phenyl)-5-tri£luoromethyl- 1 H-pyrazole-4- 
carboxylic acid (3-imidazol- 1 -yl-propyl)-amide 


397 


72 


l-Phenyl-5-propyl-lH-pyrazole-4-carboxylic acid (3- 
imidazol-l-yl-propyl)-amide 


337 


73 


I -(4-Chloro-phenyl)-5 -trifluoromethyl- 1 H-pyrazole-4- 
carboxylic acid (tetrahydro-furan-2-yhnethyl)-amide 


373 


74 


I -Phenyl-5 -propyl- 1 H-pyrazole-4-carboxylic acid 
(tetrahydro-fiu:an-2-ylmethyl)-amide 


313 


75 


1 -(4-Unloro-pnenyl jo-tniluorometnyl- 1 ji-pyrazoie-4- 
carboxylic acid cyclohexylmethyl-amide 


385 


76 


1 -Phenyl-5 -propyl- lH-pyrazole-4-c arboxylic acid 
cyclohexylmethyl-amide 


325 


77 


1 -(4-Chloro-phenyl)-5-trifluoromethyl- 1 H-pyrazole-4- 
carboxylic acid isobutyl-amide 


345 


78 


1 -Phenyl-5-propyl-lH-pyrazole-4-carboxylic acid 
isobutyl-amide 


285 


79 


1 -(4-Chloro-phenyl)-5-trifluoromethyl- 1 H-pyrazole-4- 
carboxylic acid indan-l-ylamide 


405 


80 


l-Phenyl-5-propyl-lH-pyrazole-4-carboxylic acid indan- 
l-ylamide 


345 


81 


l-(4-unloro-pnenyl)o-tntluorom 

carboxylic acid cyclopentylamide 


357 


82 


i -jrnenyio -propyl- i xi-pyrazoie-4-caruOAyii^ auiu 
cyclopentylamide 


297 


83 


l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid (2-morpholin-4-yl-ethyl)-amide 


402 
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84 


1 -Pnenyl-5 -propyl- 1 xi-pyrazoie-4-car ooxync acid jz- 
morpholin-4-yl-ethyl)-amide 


342 


85 


1 -(4-Cnloro-pnenyl j- j -tntluorometnyi- 1 xi-pyrazoie-4- 
carboxylic acid 3,5-dimethoxy-benzylamide 


439 


86 


l-Phenyl-5-propyHH-pyrazole-4-carboxylic acid 3,5- 
dimethoxy-benzylamide 


379 


87 


1 -Phenyl-5 -propyl- 1 H-pyrazole-4-carboxylic acid 
(benzo[l,3]dioxol-5-ylmethyl)-amide 


363 


88 


l-Phenyl-5-propyl-lH-pyrazole-4-carboxylic acid 3- 
trifluoromethyl-benzylamide 


387 


89 


l-(4-Chloro-phenyl)-5-tnfluoromethyl-lH-pyrazole-4- 
carboxylic acid (2-dimethylamino-ethyl)-amide 


360 


90 


l-Phenyl-5-propyHH-pyrazole-4-carboxylic acid (2- 
dimethylamino-ethyl)-amide 


300 


91 


{ [ 1 -(4-Chloro-phenyl)-5 -tntluorometnyi- 1 H-pyrazole-4- 
carbonyl]-methyl-aniiiio} -acetic acid ethyl ester 


389 


92 


r"i r it t / -t % _ 1 c .1 1 TT - 1 — A 1— , »1\ 

[Methyl-(l-pnenyl-5-propyl-lH-pyrazole-4-carDonyl> 
amino]-acetic acid ethyl ester 


329 


93 


[ 1 -(4-CUoro-phenyl)-5-tnfluorometnyl-lH-pyrazol-4-ylJ- 
pyrrolidin- 1 -yl-methanone 


343 


94 


(l-Phenyl-5-propyl-lH-pyrazol-4-yl)-pyrrolidin-l-yl- 
methanone 


283 


95 


[l-(4-C3iloro-phenyl)-5-1xifluoromethyl-lH-pyrazol-4-ylJ- 
(3,4-dihydro-lH-isoquinolin-2-yl)-methanone 


405 


96 


(3,4-Dihydro-lH-isoquinohn-2-yl)-(l-phenyl-D-propyl- 
lH-pyrazol-4-yl)-methanone 


345 


97 


1 -(4-Chloro-phenyl)-5 -tnfluoromethyl- 1 H-pyrazole-4- 
carboxylic acid benzyl-ethyl-amide 


407 


98 


i-jrnenyi-^-propyi-ixi-pyia-tiUiv5 ^-udLTDUAjfiiv ctwu. uc/ul&jti 
ethyl-amide 


347 


99 


[l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazol-4-yl]- 
thiomorpholin-4-yl-methanone 


375 
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100 


n -PVipnv1-S-nrnnv1-1 TT-T»vrarol-4-vlVthiomorDholill-4-vl- 

methanone 


315 


101 


i _ri »M.pViinrn-rihpTiv1VS-tTifliinroTnethvl-lH-Dvrazole-4- 
carbonyl]-pyrrolidine-2-carboxylic acid dimethylamide 


414 


102 


1 -(1 -Phenyl-5-propyHH-pyrazole-4-carbonyl)- 

tvtrrr/%1ii4irto 0 r>o-rV»rwi/1ir» QH^ HlTYlPtVlvl 5HT11 flP 

PylT011CllIlC~^~CdrDOAyjJw at-iu UJLLXlvUljricuiiiuv 


354 


103 


l-(4-Chloro-phenyl)-5-trifluoromet±Lyl-lH-pyrazol^ 
carboxylic acid (2-methoxy-benzyl)-(2-pyridin-2-yl- 

oflixrl^—aTiniHp 
CLLiy 1 y~<tlliiU.C 


514 


104 


l-(4-CMoro-phenyl)-5-lrifluoromelliyl-lH-pyrazole-4- 
carboxylic acid (3,4-dichloro-benzyl)-(2-pyridin-2-yl- 
cinyi ^-amitic 


552 


105 


l-(4-Chloro-phenyl)-5-lrifluoromethyl-lH^^ 
carboxylic acid (4>fluoro-benzyl)-(2-pyridin-2-yl-ethyl)- 

qtyhHp 
oJLUXtlw 


502 1 


106 


1 -(4-Chloro-phenyl)-5 -trifluoromethyl- 1 H-pyrazole-4- 
carboxylic acid (4-metliyl-benzyl)-(2-pyridin-2-yl-ethyl)- 

aj 1 1 mc 


498 


107 


1 -(4-Chloro-phenyl)-5-trifluoromethyl- lH-pyrazole-4- 
carboxylic acid (3,4-dicWoro-benzyl)-(2-pyridin-3-yl- 
einyi j-aunae 


552 




l-(4-CMoro-phmyl)-5-1rifluoromethyl-lH-pyrazole-4- 
carooxyiic acia ^j,^aiinoixiOAy-Dciiziyi^-^i"pucuyi muyij 

amide 


543 


109 


1 -(4-CUoro-pheiiyl)-5-trifluoromethyl- 1 H-pyrazole-4- 
carooxyiic aciu ^z~cydiiu-cinyij--piicH^ 


446 


iin 
1 1U 


l-(4-CMoro-phenyl)-5-^ 

CaTDOXyJllC aClQ jT^UlOIJJLUlU-Ucllzyi J-^z.-pyilUUi-^t 

ethyl)-amide 


552 


111 


1 -r4-Chloro-nhenvlV5-trifluoromethvl- 1 H-pvrazole-4- 
carboxylic acid (5-chloro-benzooxazol-2-yl)-amide 


440 


112 


l-(4-(^oro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid (3,5-dicbJoro-pyridin-2-yl)-amide 


434 
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113 


l -^*r-v - /iiioro-pricnyi )~J u iiiuui uinc my i- 1 n-pyifizu ic-*r- 
carboxylic acid (5-chloro-pyridin-2-yl)-amide 


400 


114 


i -^H-v_yiiioro-pnenyi j-^-uiiiuuiuiiieinyi- 1 ji-pyrdzoie** £ t- 
carboxylic acid phenethyl-amide 


393 


115 


l-(4-CWoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid (2-pyndin*4-yl-ethyl)-amide 


394 


1 1 < 

llo 


l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid (3-chIoro-5-trifluoroniethyl-pyridiii-2-yl)- 

amide 


40 o 


117 


1 -(4-Chloro-phenyl)-5-trifluoromethyl- 1 H-pyrazole-4- 
carboxylic acid (3-diethylcarbamoyl-phenyl)-amide 


464 


IIO 

llo 


1 -(4-Chloro-phenyl)-5 -trifluoromethyl- 1 H-pyrazole-4- 
carooxyuc acia L4-(D-metnyMSOxazoi-:>-yisuiiamoyi;- 
phenyl]-amide 




119 


l-(4-CMoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carooxyuc aciu ^z-cmoro-pnenyij-ainiae 


399 


120 


1 -(4-Chloro-phenyl)-5 -trifluoromethyl- 1 H-pyrazole-4- 
carboxylic acid ( 1 -ethyl-2-methyl- 1 H-benzoimidazol-5- 
yl)- amide 


447 


121 


l-(4-CMoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid [4-(6-methyl-benzothiazol-2-yl)-phenyl]- 

amide 


512 


122 


1 -(4-Chloro-phenyl)-5 -trifluoromethyl- 1 H-pyrazole-4- 
carboxylic acid (2-methoxy-biphenyl-4-yl)-amide 


471 


123 


i -^4-L/iiioro-pnenyi jo-tnnuoronietnyi- 1 Jti-pyrazoie-4- 
carboxylic acid (lH-indazol-6-yl)-amide 


405 


. 124 


i -^4-t^nioro-pnenyi j-d - uiiiuoromeiiiyi- 1 ri-pyrazoie-4- 
carboxylic acid phenylamide 


365 


125 


i-iriicnyi-j -propyl- ijx~pyi<t^ aciu. ^->- 
diethylcarbamoyl-phenyl)-amide 


404 


126 


l-Phenyl-5-propyl-lH-pyrazole-4-carboxylic acid [4-(5- 
methyl-isoxazol-3-ylsulfamoyl)-phenyl]-amide 


465 
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127 


i-r nenyi- d -propyl- ln-pyrd^oie-H-udiuuAvuc cu^iu 
chloro-phenyl)-amide 


339 


128 


1-xncnyi-j-propyi-iri-pyr^oiG-H-uciruuAyjLio doiu ^i- 
ethyl-2-methyl4H-benzoimidazol-5-yl)-amide 


387 


129 


l -Jrnenyi- j -propyl- in-pyrazoie-^cdruoAyxic acia [*f-^o- 
methyl-benzothiazol-2-yl)-phenyl]-amide 


452 


130 


1-riienyi- j -propyl- ixi-pyrazoie-4-carDoxyiic acia ^z- 
methoxy-biphenyl-4-yl)-amide 


411 


131 


1 -rxienyl-3 -propyl- 1 Jbi-pyrazole-4-car ooxyiic acia ( i n- 
indazol-6-yl)-amide 


345 


132 


1 -Phenyl-5 -propyl- 1 H-pyrazole-4-carboxykc acid 
phenylamide 


305 


133 


l -Jrlicnyio -tniluorometnyi- 1 Jn-pyrazoie-4-carooxyiic acia 
(3-diethylcarbamoyl-phenyl)-amide 


430 


134 


l -^nenyio - tniiuoronietflyi- i xi-p yrazo i e-^f- c ar d ox y iic acia 
[4-(5-methyl-isoxazol-3-ylsulfamoyl)-phenyl]-amide 


491 


135 


1 -r uenyi- j -tniiuoronietiiyi- 1 xi-pyrazoie-H-carooxyuc acia 
(2-chloro-phenyl)-amide 


365 


136 


1 -Jrnenyl- j -tnnuorometnyi- 1 ri-pyrazoie-4-carDoxyiic acia 
(l-ethyl-2-methyl-lH-benzoimidazol-5-yl)-amide 


413 


137 


1 -Phenyl-5-trifluoromethyHH-pyrazole-4-carboxylic acid 
[4-(6-methyl-benzothiazol-2-yl)-phenyl]-amide 


478 


138 


1 -Phenyl-5-trifluoromethyl-lH-pyrazole-4-carboxylic acid 
(2-methoxy-biphenyl-4-yl)-amide 


437 


139 


l-rnenyl-5-tniluoronietnyi-ixi-pyrazoie-4-carDOxyuc acia 
(lH-indazol-6-yl)-amide 


371 


140 


1 -Phenyl-5 -trifluoromethyl- 1 H-pyrazole-4-carboxylic acid 
phenylamide 


331 


141 


1 ( A. r^Vilrt-rrt ri1iATiv1Y.^-h"i'flilfiT'rMTi**fliv1-1 TT-.TY\/r«'7f»lf a -4- 

i-^H-v^iiioru-puciiy i^-j u inuui uiiicuiyi- 1 n-pyi a/rUic-**- 
carboxylic acid m-tolylamide 


379 


142 


l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid (3-methoxy-phenyl)-amide 


395 
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143 


1 -^4-L/xUOro-pneiiyi jo-uliiuoixjiiieuiyi- l n-pyi o^uic-h- 
carboxylic acid benzylamide 


379 


144 


x -^4-Cpiiioro-pnenyi j-j-ujiiiuuroiiicLiiyi- 1 ji-pyr<iz»uic-*t- 
carboxylic acid benzyl-methyl-amide 


393 


145 


1 -(4-cnLoro-pnenyi)0-tnuuoromeinyi- 1 ri-pyrazoie-^t- 
carboxylic acid 4-methoxy-benzylamide 


409 


146 


1 -(4-Chloro-phenyl)-5 -trifluoromethyl- 1 H-pyrazole-4- 
carboxylic acid 3 -nitro-b enzylamide 


424 


147 


1 -(4-Ciiloro-plienyi)-->~tniluoroinetnyl- 1 ii-pyrazoie-4- 
carboxylic acid 3-methyl-benzylamide 


393 


148 


2- {[ 1 -(4-Cnloro-pnenyij-D-lTinuorometnyi- 1 ri-pyrazoie- 
4-carbonyl]-amino}-3-phenyl-propionic acid benzyl ester 


527 


149 


2- { [ 1 -(4-Chloro-phenyl)-5 -trifluoromethyl- 1 H-pyrazole- 
4-carDonyij-anuno/-j-pnenyi-propioiuc acia meuiyi ester 


451 


150 


2-{[l-(4-CUoro-phenyl)-5-trifluoromethyl-lH-pyrazole^ 
4-carbonyl]-amino}-3-phenyl-propioiiic acid tert-butyl 

ester 


493 


151 


l-(4-CMoro-phenyl)-5-trifluoromethyl-lH--pyrazole-4- 
carboxylic acid (2-cyclohexyl-l-hydroxymethyl-ethyl)- 

amide 




152 


1 -(4-Chloro-phenyl)-5 -trifluoromethyl- 1 H-pyrazole-4- 
carboxylic acid (3-cyano-phenyl)-amide 


390 


153 


1 -(4-CMoro-phenyl)-5 -trifluoromethyl- 1 H-pyrazole-4- 
carboxylic acid 4-dimethylamino-beiizylamide 


422 


154 


1 -(4-Cnloro-pnenylj-!>-tniluoromeinyi- 1 ri-pyrazoie-4- 
carboxylic acid (3-methanesulfonyl-phenyl)-ainide 


443 


155 


4- {[ 1 -(4-Cnloro-pnenylj-D-tniiuoromeuiyi- 1 xi-pyrazoie- 
4-carbonyl]-amino} -benzoic acid ethyl ester 


437 


156 


Q XJViotit/I— 0_r/* 1 _r*K pn vl _ ^ _*nr nt*iv1 - 1 TT-rivra7n1p-4-r»arhfYnvl^- 
j rncnyi * 1 1 * -piicuy i j _f * xi-p jri £tziv^ic-*t-^ai uviiy ij 

amino] -propionic acid benzyl ester 


467 


157 


3-Phenyl-2-[(l-phenyl-5-propyl-lH-pyrazole-4-carbonyl)- 
amino]-propionic acid methyl ester 


391 
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158 


D-Jrnenyi-Z-|^ 1 -pnenyio -propyl- 1 n-pyrazoie-^-cdiDonyi;- 
amino]-propionic acid tert-butyl ester 


433 


159 


i-jrnenyio-propyi-ixi-pyrazoio-H~ca±DOAync doiu ^z- 
cyclohexyH -hydroxymethyl-ethyl)-amide 


369 


160 


l-Fnenylo -propyl- iji-pyrazoie-4-carooxyiic acia 
cyano-phenyl)-ainide 


330 


161 


1 -Phenyl-5 -propyl- lH-pyrazole-4-carboxylic acid 4- 
dimethylamino-benzylamide 


362 


162 


l-Phenyl-5-propyHH-pyrazole-4-carboxylic acid (3- 
methanesulfonyl-phenyl)-amide 


383 


163 


4-[(l-Phenyl-5-propyl-lH-pyrazole-4-carbonyl)-amiiio]- 
benzoic acid ethyl ester 


377 


164 


3-Pnenyl-2-[(l -pnenyl-5-tniluorometnyi- 1 ri-pyrazoie-4- 
carbonyl)-amino] -propionic acid benzyl ester 


493 


165 


3-Pnenyl-2-[(l -pnenyl-5-triiluorometnyi- iJti-pyrazoie-4- 
carbonyl)-amino]-propionic acid methyl ester 


417 


166 


3-rnenyl-2-L(l -pnenyl-D-tnlluorometnyi- 1 xi-pyrazoie-4- 
carbonyl)-amino]-propionic acid tert-butyl ester 


459 


167 


1 -Phenyl-5-trifluoromethyl-lH-pyrazole-4-carboxylic acid 
(2-cyclohexyl-l-hydroxymethyl-ethyl)-anaide 


395 


168 


l-Phenyl-5-trifluoromethyl-lH-pyrazole-4-carboxyhc acid 
(3-cyano-phenyl)-amide 


356 


169 


l-Phenyl-5-trifluoromethyl-lH-pyrazole-4-carboxylic acid 
i 4-dimethylamino-benzylamide 


388 


170 


1 -Phenyl-5 -trifluoromethyl- 1 H-pyrazole-4-carboxylic acid 
(3-methanesulfonyl-phenyl)-amide 


409 


171 


4- [( 1 -Phenyl-5 -trifluoromethyl- 1 H-pyrazole-4-carbonyl)- 
amirio]-benzoic acid ethyl ester 


403 


172 


l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carDOxyiic acid z-huuiu-.j-u.ijj uuroinciiiy i ucjjxy acilllluc 


465 


173 


1 -(4-CMoro-phenyl)-5-trifluoromethyl- 1 H-pyrazole-4- 
carboxylic acid [2-(3-trifluoromethyl-phenyl)-ethyl]- 
amide 


461 
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l n a 
174 


l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazol-4-yl]- 

(H +~t-i -ft 1 1 f\rr\-rv\ of Vi i A *X A-Hirix/Hr/^-OTJ-rm infill fi-1 

( / -trinuoroiiivLLiyi*o uxu-z,it.-^uuiuiijll- i y* j 
methanone 


473 


175 


I -(4-^nioro-pnenyi )- j-iniiuoruineuiyi- 1 xi-pyra^uic- t t- 
carboxylic acid (3-trifluoromethyl-benzyloxy)-amide 


463 


176 


5-Metnyl- 1 -phenyl- 1 Jti-pyrazoie-4-carDoxyiic acia 
benzylamide 


291 


177 


5-Methyl-l-phenyl-lH-pyrazole-4-carboxylic acid tert- 
butylamide 


257 


178 


5-Methyl- 1 -phenyl- lH-pyrazole-4-carboxylic acid 
phenethyl-amide 


305 


179 


5 -Methyl- 1 -pnenyl- 1 H-pyrazoie-4-carooxync acia 
cyclohexylmethyl-amide 


297 


180 


5-Metnyl- 1 -pnenyl- 1 n-pyrazoie-4-carDoxync acia 
cyclopentylamide 


269 


181 


j -Metnyl- 1 -pnenyl- 1 n-pyrazoie-^-carDoxync acia 
(biphenyl-3-ylmethyl)-amide 


367 


182 


5-Metnyl- 1 -pnenyl- 1 rl-pyrazoie-4-carDoxyiic acia 3,0 - 
bis-trifluoromethyl-benzylamide 


427 


: 183 


5 -Methyl- 1 -phenyl- 1 H-pyrazole-4-carboxylic acid 3- 
trifluoromethyl-benzylamide 


, 359 


. 184 


5-Methyl- 1 -phenyl- 1 H-pyrazole-4-carboxylic acid 
(benzo[l,3]dioxol-5-ylmethyl)-amide 


335 


185 


5 -Methyl- 1 -phenyl- 1 H-pyrazole-4-carboxylic acid 3 ,4- 
dichloro-benzylamide 


359 


186 


1 -(4-Chloro-pnenyl)- j-tniiuorometnyl- 1 ri-pyrazoie-4- 
carboxylic acid methyl-(3-trifluoromethyl-benzyl)-amide 


461 


187 


1 -(4-Chloro-phenyl)-5 -trifluoromethyl- 1 H-pyrazole-4- 
narhrwvlir ariH ptrivl-r^-tHflnnrnTnpthv1-Hp'n7'v1^-aniide 


475 


188 


l-(4-Chloro-phenyl)-5-tri£luoromethyl-lH-pyrazole-4- 
carboxylic acid benzo[l,3]dioxol-5-ylmethyl-methyl- 
amide 


437 
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189 


1 -( 4-Oh1nrn-Whpnv1^-S-tri flnnrnrnptVivl- 1 T-T-"nvra'7n1p_A_ 

carboxylic acid benzo[l,3]dioxol-5-ylmethyl-ethyl-amide 


451 


190 


1 -( 4~r^h1nro-T^ViPn v1^-S-fWfliinrnTTipth\/l-1 -r\'\rrcx'7f\] p_Zl_ 

X \ » ^lUUlU piiCliyi y -/ LLIJULUUI VJllICLlIjr I 1 XJ. pyi ctZ,UlC 

carboxylic acid methyl-thiophen-2-ylmethyl-amide 


399 


191 


i "^H-v^iuoro-pnciiyi ^~j~iriiiuuruiHciiiyi- in pyidzoic-M— 
carboxylic acid ethyl-thiophen-2-ylmethyl-amide 


413 


192 


l-^-i^moro-pnenyi ^-j-iniiuoronicinyi- 1 .n-pyrazoie-H- 
carboxylic acid methyl-(4-trifluoromethyl-benzyl)-amide 


461 


193 


1 -(4-Chloro-phenyl)-5-trifluoromethyl- 1 H-pyrazole-4- 
carooxyiic acia einyi-^-uiiiuoronieiayi-Deiizyi ^-amiae 


475 


194 


l-(4-Chloro-phenyl)-5-trifluoromethyHH-pyrazole-4- 
carboxylic acid benzo[l,3]dioxol-5-ylmethyl-(2- 
uiiii c iii y i aixiinu - e in y i j-aimac 


494 


195 


l-(4-CMoro-phenyl)-5-trifluorome1byl-lH-pyra2ole-4- 
^diuuAyiiu dtiu ^-uuuciuyiaiiuno-cuiyi^-^j-» 
trifluoromethyl-benzyl)-amide 


^1 ft 


196 


i "^Zf-iNiLro~piiciiyi ) j ixiii uur urnc my i- 1 ji-pyraZOic-H— 
carboxylic acid benzylamide 


390 


197 


i -^o-j^uioxy-pynQaziii-j -yi jo -innuoromeiiiyi- 1 xi- ! 
pyrazole-4-carboxylic acid benzylamide 


391 


. 198 


1 U OY1 rT/\tl|« o >ta1 O 1 rl *T -pint /-v^z-v-*-^ 7] 1 11 Mtwnr>Al/t /I 

i -Dcnzouuazoi-z-yi-D-ixiiiuoroin i xi-pyrazoie-4- 
carboxylic acid benzylamide 


402 


199 


1 -^^HiNitro-pnenyi ^- j-iniiuoromcinyi- 1 ji-pyrazoie-*f- 
carboxylic acid benzylamide 


390 


200 


1 _( /1_A/T o+Vii'wx/ f\Vi oyit/i —tti flu r\m-m c*tV»T rl 1 XJ mrrQ^nlo /I 

1-^H-ivicLnuAy-piicnyiy-j-Lnij.uuro 

carboxylic acid benzylamide 


375 


201 


1 j -jLJicmuru-pueny i /J Lniiuoromexnyi- 1 xi-pyrazoie-*f- 
carboxylic acid benzylamide 


413 


202 


5-Tri fluoTOTnetbvl- 1 -( 4-tH fhifirnmpfh v1 -nhpnvIV 1 TT- 

pyrazole-4-carboxylic acid benzylamide 


413 


203 


l-Phenyl-5-trifluoromethyl-lH-pyrazole-4-carboxylicacid 
benzylamide 


345 
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204 


1 f 0 XTi fi>/t nVi on .fri flu nrnm ptVi vl - 1 T-T— t*> vraynl p-4- 

X •! ^-iNlirO-pilCIiyi IXXXxUWlUlllwlAiy 1- IXA-pjrl CuiUlb i 

carboxylic acid tert-butylamide 


356 


205 


1 (f\ C*\\\r\Yf\ «\mHa7in-^-v1^-^-frifliir>rnTTiPtViv1«1TT- 
l-l O^LxIHOrO **p yllllaZiUJ. -J j*J J Li in uui unit/ my J. in 

pyrazole-4-carboxylic acid tert-butylamide 


347 


206 


l -!5cnzouUaZOi~z~yi - ^ iriuuui L/xxxcixxyx- 1 n.-pyi azuic-f 
carboxylic acid tert-butylamide 


368 


207 


I -^4-XNiiro-pneiiyi jo-iTiHUQroixieinyx- 1 xi-pyrdzuic-*t- 
carboxylic acid tert-butylamide 


356 


208 


l -^4-xvietnoxy-pnenyx jo ~uriii uoronic inyi- x xi-pyrdzoic-H— 
carboxylic acid tert-butylamide 


341 


209 


1 -(zp-iJicnioro-pnenyx D-iixiiuoromeiiiyx- 1 xi-pyrazoie-*t- 
carboxylic acid tert-butylamide 


379 


210 


j- innuoromeuxyi- i-^-uiiiuoromcLuyi-pjiciiyi^-iri- 
pyrazole-4-carboxylic acid tert-butylamide 


379 


211 


I -Jl iiciiyi-'j -irxxxuuruxixe my x- 1 xn-pyx az.uic-*t-iv<u uuAy 110 avviu 
tert-butylamide 


311 


212 


i -\z-iNiuo-pnenyx 1-3-ixixxuuxuxxxetixy x- x ix-pyi dziuic-*t— 
carboxylic acid phenethyl-amide 


404 


213 


1 /V> /^V» 1 r^-yr\ tMrnrlo^iti *X ~\t\\ ^ "fill /AT"/~\TV> r"l\/l _ 1 XJ_ 

i -^o-i^moro-pyrauaznro -yi ^~ j-iriiiuuruHicuxyi- x xi- 
pyrazole-4-carboxylic acid phenethyl-amide 


395 


j 214 


l -xDenzotniazoi-z-yi- D-tnHuoromeinyx- 1 ri-pyrazoxe-'H 
carboxylic acid phenethyl-amide 


416 


215 


I -^4-iNiixo-pnenyi j- j-irxiiuoromeinyi- 1 n-p yr azoic-** - 
carboxylic acid phenethyl-amide 


404 


216 


x -^4- lviemoxy-pnenyi j-uxixuoroineiiiyx- xn-pyxdzuxc-t- 
carboxylic acid phenethyl-amide 


389 


217 


i -^z,D-JL/icnioro-pnenyi 1- j-uiixuoromeuxyi- 1 n-pyxdzuxo-*+- 
carboxylic acid phenethyl-amide 


427 


218 


S -Tri fl i i nrnm pth vl-1 -( 4-tri fl 11 ornm fit h vl -nh en vl V 1 H- 

j— jl iiiiiiuiUliiwiiiy i x ^ » 1 ai W-V-/1 i/niv* Liij m. ^j±x\sxiy i j iaa 

pyrazole-4-carboxylic acid phenethyl-amide 


427 


219 


l-Phenyl-5-trifluoromethyl-lH-pyrazole-4-carboxyUcacid 
phenethyl-amide 


359 
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220 


l -(^-JNitxo-pnenyijo-niiiuorom i ri-pyrazoie-H*- 
carboxylic acid cyclohexylmethyl-amide 


396 


221 


1 -^o-L>iUoro-pyriQaZino -yi j- j-tnuuoromeuiyi- 1 ri- 
pyrazole-4-carboxylic acid cyclohexylmethyl-amide 


387 


222 


1 -Benzothiazol-2-yl-5-trifluoromethyl- 1 H-pyrazole-4- 
carboxylic acid cyclohexylmethyl-amide 


408 


223 


l-(4-Nitro-pnenyl)-5-tniluorometnyi-ln-pyraz 
caiboxylic acid cyclohexylmethyl-amide 


396 


224 


1 -(4-Methoxy-phenyl)-5-trifluoromethyHH-pyrazole-4- 
carboxylic acid cyclohexylmethyl-amide 


381 


225 


l-(2,5-Dicnloro-pnenyl)-5-tniluorometnyl-lH 

carboxylic acid cyclohexylmethyl-amide 


419 


226 


5-Tnfluoromeuiyl-l-(4-tntluorometnyl-pnenyl)-lH 
pyrazole-4-carboxyhc acid cyclohexylmethyl-amide 


419 


227 


1 -Phenyl-5-trifluoromethyl-lH-pyrazole-4-carboxylic acid 
cyclohexylmethyl-amide 


351 


228 


1 -(2-Nitro-pnenyl)-5-tntluorometnyl- lM-pyrazole-4- 
carboxylic acid cyclopentylamide 


368 


229 


1 -(o-Cmoro-pynaazin-3-yl)-5 -tniluorometnyl- 1 H- 
pyrazole-4-carboxylic acid cyclopentylamide 


359 


230 


1 -Benzothiazol-2-yl-5 -trifluoromethyl- 1 H-pyrazole-4- 
carboxylic acid cyclopentylamide 


380 


231 


1 -(4-Nitro-phenyl)-5-trifluoromethyl-l H-pyrazole-4- 
carboxylic acid cyclopentylamide 


368 


232 


1 -(4-Methoxy-phenyl)-5-trifluoromethyl- 1 H-pyrazole-4- 
carboxylic acid cyclopentylamide 


353 


233 


l-(2,5-Dichloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid cyclopentylamide 


391 


234 


3-1 nuuoromeinyi- 1 -^^iniiuoromeinyi-pnenyi )- 1 tn- 
pyrazole-4-carboxylic acid cyclopentylamide 


391 


235 


l-Phenyl-5-trifluoromethyl-lH-pyrazole-4-carboxylicacid 
cyclopentylamide 


323 
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236 


1 -^2-JN ltro-pnenyij- j-iniiuuromcuiyi- i n-yyi dz.uic-*t- 
carboxylic acid (biphenyl-3-ylmethyl)-amide 


466 


237 


l-( o-L/flioro-pynQaziiro yi j~ j-iniiuuiuiiicuiyi- m" 
pyrazole-4-carboxylic acid (biphenyl-3-ylmethyl)-amide 


457 


238 


l -dgbzo tQiazoi-z-yrO -uiiiuoroineiiiyi- 1 n-p yidz-uic-^t- 
carboxylic acid (biphenyl-3-ylmethyl)-amide 


478 


239 


1 -(4-JN itro-pnenyij- j-tniiuoromeuiyi- i xi-pyrazoie-H- 
carboxylic acid (biphenyl-3-ylmethyl)-amide 


466 


240 


1 -(4-Meuioxy-phenyl)-j -tnlluoronietxiyi- 1 rt-pyrazoie-4- 
carboxylic acid (biphenyl-3-ylmethyl)-amide 


451 


241 


. . -(2,5-Dicnloro-pnenyl)- j-tnlluorometnyi- irL-pyrazoie-H- 
carboxylic acid (biphenyl-3-ylmethyl)-amide 


489 


242 


j-1 niluoromelliyi- 1 -{4-tnnuoroniemyi-pnenyi,;- 1 n- 
pyrazole-4-carboxylic acid (biphenyl-3-ylmethyl)-amide 


489 


243 


. -Jriienyi-D-iT^iuoroiTjLcinyi- 1 ja-pyrazoie-^f-udTDu Ay ut aw/iu 
(biphenyl-3-ylmethyl)-amide 


421 


244 


l-(2-Nitro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid 3 9 j-Dis-tnuuoronieTnyi-Denzyiainiae 


526 


245 


l-(6-(^oro-pyridazin-3-yl)-5-trifluoromethyl-lH- 
pyrazole-4-carboxylic acid 3,5-bis-trifluoromethyl- 
benzylamide 


S17 


246 


1 -Benzotmazol-2-yl-5-tniluorometiiyl- 1 ri-pyrazoie-4- 
carboxylic acid 3,5-bis-trifluoromethyl-benzylamide 


538 


247 


1 -(4-JNitro-pnenylj- j-tnuuoroineiiiyi- 1 ri-pyrazoie-H- 
carboxylic acid 3,5-bis-trifluoromethyl-bei)iylamide 


526 


248 


1 -(4-JVLetnoxy-pncnyi)- 3 -tnnuoroineuiyi- 1 xi-pyrazoie-*t- 
carboxylic acid 3,5-bis-trifluoromethyl-benzylamide 


511 


249 


l-(2,5-DicUoro-phenyl)-5-tri£luoromethyl-lH-pyrazole-4- 
parhnwlir nriH ^ 5-lii^-tnfluoroTTietbvl-beTizvlaiTiide 


549 


250 


5-Trifluoromethyl-l-(4-trifluoromethyl-phenyl)-lH- 
pyrazole-4-carboxylic acid 3,5-bis-trifluoromethyl- 
benzylamide 


549 
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251 


Jl -Jriienyi- D-uiJiuoromeinyi- i.n-pyrazoie-4-carDoxyiic acia 
3,5-bis-trifluoromethyl-benzylamide 


481 


252 


J. -{z-in i XTO-pxieny i j- j-iniiuoromeuiyi- 1 xi-pyrazoie-**- 
carboxylic acid 3-trifluoromethyl-benzylamide 


458 


253 


1 -(o-cnloro-pynaazin- J -yi )-j - tniiuorometnyi- 1 xi- 
pyrazole-4-carboxylic acid 3-trifluoromethyl-benzylainide 


449 


254 


1 -Benzotniazoi-z-yl-j -tniiuorometnyi- 1 xi-pyrazoie-4- 
carboxylic acid 3-trifluoromethyl-benzylamide 


470 


255 


1 -(4-Nitro-phenyl)-5-trifluoromethyl- 1 H-pyrazole-4- 
carboxylic acid 3-trifluoromethyl-benzylamide 


458 


256 


l-(4-Methoxy-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid 3-trifluoromethyl-benzylamide 


443 


257 


1 -(2,5-Dichloro-phenyl)-5-trifluoromethyHH-pyrazole-4- 
carboxylic acid 3-trifluoromethyl-benzylamide 


481 


258 


5- 1 ntluorometnyl- 1 -(4-tniiuorometnyi-pnenyi )- 1 xi- 
pyrazole-4-carboxylic acid 3-trifluoromethyl-benzylamide 


481 


259 


1 -Phenyl-5 -trifluoromethyl- 1 H-pyrazole-4-carboxylic acid 
3 -trifluoromethyl-benzylamide 


413 


260 


l-(2-Nitro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid (benzo[l,3]dioxol-5-ylmethyl)-amide 


434 


261 


1 - (6-Chloro-pyridazin-3 -yl)- 5 -trifluoromethyl- 1 H- 
pyrazole-4-carboxylic acid (benzo[l,3]dioxol-5- 
ylmethyl)-amide 




262 


1 -B enzotmazol-2-yl-5-miluorometnyl- 1 H-pyrazole-4- 
carboxylic acid (benzo[l,3]dioxol-5-ylmethyl)-amide 


446 


263 


1 -(4-Nitro-pnenyl)-5-tritluorometnyl- 1 H-pyrazole-4- 
carboxylic acid (benzo[l,3]dioxol-5-ylmethyl)-amide 


434 


264 


1 {A \/T n+Vi rwi r r\\i o-n x /I "\ ^..tiffin rMwrw&f'l^T/l 1 I— T tn7t*aTfVl£».— 4— 

i -^i-ivicuioxy-pncnyji j-j-uiiiuuroineuiyi- 1 n-pyrazuic-H— 
carboxylic acid (benzo[l,3]dioxol-5-ylmethyl)-amide 


419 


265 


l-(2,5-Dichloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid (benzo[l,3]dioxol-5-ylmethyl)-amide 


457 
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266 


5-Trifluoromethyl-l-(4-trifluoromethyl-phenyl)-lH- 
pyrazoie-*f-carDOxyiic aciu ^Dcnzu[^,jjuiuAui-j- 
ylmethyl)-amide 


457 


267 


, -Phenyl- 5 -tntluoromeinyi- 1 ii-pyrazoie-*f-carDoxyiic atau 
(benzo[ 1 ,3]dioxol-5-ylmethyl)-amide 


389 


268 


1 -(2-Nim)-phenyl)-5-tniluorometayl- l xi-pyrazoie-^- 
carboxylic acid 3,4-dichloro-benzylamide 


458 


269 


1 -(6-Qiloro-pynaazm-3-yl)-!)-tniluoromeLayi-- ixi- 
pyrazole-4-carboxylic acid 3,4-dichloro-benzylamide 


449 


270 


1 -Beiizothiazol-2-yl-5-tniluorometnyl- 1 ri-pyrazoie-^- 
carboxylic acid 3,4-dichloro-benzylamide 


470 


271 


1 -(4-Nitro-pnenyl)-5 -tntluoromeinyi- 1 ri-pyrazoie-^- 
carboxylic acid 3,4-dichloro-benzylamide 


458 


272 


1 -(4-Metnoxy-pnenyl)-D-tniiuorometnyi- iri-pyrazoie-H- 
carboxylic acid 3,4-dichloro-benzylamide 


443 


273 


1 -(2, j-Dicnioro-pnenyij- D -tnuuoromeinyi- ln-pyra^uie-**- 
carboxylic acid 3,4-dichloro-benzylamide 


481 


274 


5 -Tnnuorometnyl- 1 -(4-tniiuoromeinyi-pnenyij- 1 r%- 
pyrazole-4-carboxylic acid 3,4-dichloro-benzylamide 


481 


275 


1 -Phenyl-5-trifluoromethyl-lrl-pyrazoie-4-carDoxyiic acia 
3,4-dichloro-benzylamide 


413 


276 


l-(4-Cmoro-phenyl)-5-tnfluorometnyl-lH-pyrazoie-4- 
carboxylic acid pyrazin-2-ylamide 


367 


277 


1 -(4-Chloro-pnenyl)- j -tntluoromeinyi- 1 ri-pyrazoie-*t- 
carboxylic acid (4,6-dicWoro-pyrimidin-2-yl)-amide 


| 435 


278 


1 -(4-Cnloro-pnenyl j-tnlluorometnyi- 1 jti-pyrazoie-*f- 
carboxylic acid (3-fluoro-phenyl)-amide 


383 


279 


l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
rarboxvlic acid f3-nitro-ohenvlVamide 


410 


280 


5,6-Dichloro-3-{[l-(4-chloro-phenyl)-5-trifluoromethyl- 
lH-pyrazole-4-carbonyl]-ainino}-pyrazine-2-carboxylic 
acid methyl ester 


493 
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281 


1 -( 4-(^Vi1nrn-nhpiiv1V5-trifliioroTTietlivl-l TT-nvra7ole-4- 

L \Jt K*/X±±\-tX\J L/Xx\sXXy XJ *J U. All LIVsl V/XULl/ WXy X 111 VJ y X UZjUIW "t 

carboxylic acid (2-cyclopentyl-ethyl)-amide 


385 


282 


1 ^ S-TrHiripthvl- 1 W-nvrayole^-carhoYvlifi acid 

XyJyJ X 11X11 111 Jfl XXX jrl (UiUlw"*T \saXUKJA.J Xl\s CL\*X\X 

benzylamide 


243 


283 


1 3 S -TVt m p th a/1 - 1 T-T-nvr a 7 n 1 p-4 - r a rh vl 1 p ariH fprt- 

1 )3)J~ 1 lllllClXiyi~lAl"LJyi«ZiUlC"^~V-»CUUV/Ajrllv OV1V1 Ivll 

butylamide 


209 


284 


1 ^ ^-HTViTTipti'i.vl— 1 W-i^vf*Q7n1p-A-pnT4^nY\/liP jipiH "nViPTiptlivl- 
1 , 0 , J 1 X XllXClliy X 1 xl-yyx clXUiO*"*T~l/Cll UU Ay JUL/ aL/lU puc-iicui j 1 

amide 


257 


285 


1 , j, j - 1 ixxncuiyi- ii^-pyraz»oic-^~ucixooAyiiv aviu 
cyclohexylmethyl-ainide 


249 


286 


1 , j- 1 liiiicLiiyi- in-pyrdzoie-*+-i/drDOAyiic dciu. 
cyclopentylamide 


221 


287 


x,j, j~ x ixiiiciiiyx" xxTi~pyiaz.uic~^ avm ^LJiL/xiGiiyi~ 

3-ylmethyl)-amide 


319 


288 


1 ^ S-Trimptlivl-I TT-nvra7rilp-4-pjirhnYv1iP apiH ^ ^-HiQ- 

1 j J JL 1 1JUL1 V«» Illy 1 111 U VI CuLi\JX\*> ^ VsCLX UU-A-jf HO OXjX\A. JjJ Uw 

trifluoromethyl-berizylainide 


379 : 


289 


1 ^ ^-TrimptVivl-1 TT-nvrnTnlp-^l-parhnYvHp qpiH 
x,^ 9 j~xixiixc/iiiyi~iix ~ijyiciz*uic *t L/oiuuAyiiL/ aviu. 

trifluoromethyl-benzylamide 


311 


290 


1 , D 9 J - 1 xlllxCUAyi-xlx-pyl<x/jVxKs-H dOlCl 

(benzo [ 1 3]dioxol-5-ylmethyl)-amide 


287 


291 


ijOjj-iiiiiit5Lxiyi~ijri-pyrd^ acici 
dichloro-benzylamide 


311 


292 


L i ^ » i^ luoro-pnciiyi ) j "ixiiiuoronic uiyi- i xi-pyraZoi-H—y i j - 
pyiToUdin-1-yl-methanone 


327 


293 


r 1 _( /l_T71nr\T*r\_T\Vi ^_f~f~i "fin r^TYXTn £»tVn/1 _ 1 XT »i rt»ory^1_/t 

|_ i -^H-j7iuuiu~piiciiyi j j ULixiuuiuiJUCiiiyi'* ixx pyiaZiUi-*+-yij~ 

(2-pyrrolidin- 1 -ylmethyl-pyrrolidin- 1 -yl)-methanone 


410 


294 


[ 1 -(4-Fluoro-phenyl)-5-trifluoromethyl- lH-pyrazol-4-yl]- 
^^pyxiuiii-z--yi-pipciaziii"- 1 -yi ^-incindnoiiu 


419 


295 


(4-Betizo[l,3]dioxol-5-ylmethyl-piperazin 
flunro-nhenvl V5-lrifluoroiTi eth vl - 1 TT-n vra7ol -4-vll - 

liuunj yjxx\*xxj xj *s la ixi uwi viuv Lxxy x xxx lj y x cizvv/i. ■ jr -i j 

methanone 


476 


296 


l-(4-Fluoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid 4-methoxy-benzylamide 


393 
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297 


1 - ( z1-1h1 i i nrn-Wh p»n vl I- S -tri fl l \ nrnm ftth vl - 1 rT-nvr?i70le-4- 

carboxylic acid [2-(4-methoxy-phenoxy)-etliyl]-amide 


423 


298 


1 _ ( zL_T7l 1 1 rvrrv ~r\Vi p>n vl ^ - S -tri fl n nmm pfh vl - 1 1-T ~r> vrA7ol e-4- 
l~IH^riU,OrO**UllCllYI^ J -lixxluLUlJiiiwixxyi. ill ^jyi.<xzj\Ji\~> -r 

carboxylic acid 3-fluoro-5-trifluorome%l-beiizylaniide 


449 


299 


[l-(4-Fluoro-phenyl)-5-trifluoromethyl-lH-^ 

i ^memyi-pipcrazin-i -yi ^-iiicuidJiuLLc 


356 


300 


1 -(4-Fluoro-phenyl)-5-trifluoromethyl- lH-pyrazole-4- 
carboxylic acid (l,23,44etohydro-naphthalen-l-yl)-- 
diniuc 


403 


301 


l-(4-Fluoro-phenyl)-5-trifl^^ 
carboxylic acid [cyclopropyl-(4-methoxy-phenyl)- 

m rf»t1*ii/l "1 - Qtn i f\ P 

nicuiyij -oiixiuc 


433 




l-(4-Fluoix>phenyl)-5-triflu^^ 

i-iQ-rl^rvYx/Iir' or»-if1 (0 ^_HihvHrn-1^pri7nrH iirriifi5*7nr9 1 - 

b]tteazol-6-yl)-amide 


447 

IT f 


303 


9 JM - f J. JPln nrn -nVi pti v1 ^- S -tri fin nrnm pfh v1 - 1 J-T-r> vr a 70 1 fi-4— 
^- t |^ x-^-x^uuxU-pxiciiyij «J uixiuuivjuioLiiyi xajl jjyxcLCivi& t~ 

carbonyl] -amino} -3 -phenyl-propionic acid benzyl ester 


511 


304 


A _ / T 1 f /LT71 1 i rvrn _n Vi p»n "\ _ ^ _ tri fl n nrnm ptVi v1 - 1T-f -n vr 3 7 nl P-4- 
f - 1 1 x l*r-.r i uor u " pncxiy i y J u m uui ouic uu y i i xx-pyi o&ajiC' *r- 

carbonyl]-amino} -benzoic acid ethyl ester 


421 


305 


l-(4-Fluoro-phenyl)-5-tiifluoromethyl-lH-pyrazole-4- 
caxDOxync acia ^j-nieinancsuiionyi-pnt^yij-diuiuc 


427 


3Uo 


1 -(4-Fluoro-phenyl)-5-trifluoromethyl- 1 H-pyrazole-4- 
carooxync acid ^z-cycAonexyi-i-nyuroAjrincLnyi-ciixyy 

amide 




307 


1 //I T?i?is\wn -tVl*! oniric ^ +t*i fln r\Tr\-m*^f" Via /I _1 W—XWTT t % r 7C\\€ :k —A~- 

I -(^r-Jr luoro -pnenyi )~d - m u uor omc my 1- 1 n-p y r azxt 
carboxylic acid (thiophen-2-ylmethyl)-amide 


369 


308 


1 ( Zl_T71n nrrv--n V> pn vl ^ - S -tri fl n nrnm pfh vl - 1 T-T-n vr a 70 1 P-4- 
1 - i H x^lU.Ui w uiiciiyi ^ j u.iaiiilh vyxxxcuxy i i xx LiyicLtAJiv/ t 

carboxylic acid (ftiran-2-ylmethyl)-amide 


353 


309 


1 -[ i -(4-Fluoro-phenyl)-5 -trifluoromethyl-lH-pyrazole-4- 
carbonyl]-piperidine-3-carboxylic acid amide 


384 


310 


1 -(4-Fluoro-phenyl)-5-trifluoromethyl- 1 H-pyrazole-4- 
carboxylic acid (2-phenyl-cyclopropyl)-amide 


389 
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311 


i -^*f-r luoro-pneiiyi j-uiiiuoronicuiyi- 1 Jl.-py^aZlOl- A r-ylJ , " 
(3-hydroxy-piperidin- 1 -yl)-methanone 


357 


312 


^-jrJiciiyi- 1 i -pnciiyi-*/ -propyl" i xi-pyr dzoic-H-caiDoiiyi / 
piperidine-4-carbonitrile 


398 


313 


1 -(j-tert-outyi-z-ineuty^ 

phenyl-piperidine-4-caibonitrile 


350 


314 


1 -(4-Lmoro-pnenyl)- j -tniluorometnyi- 1 xi-pyrazole-4- 
carboxylic acid (3-methanesulfonyl-phenyl)-methyl-amide 


457 


315 


1 -(4-Chloro-phenyl)-5 -trifluoromethyl- 1 H-pyrazole-4- 
carboxylic acid [2-(3,4-dichloro-phenyl)-ethyl]-amide 


461 


316 


1 -(4-CWoro-pnenyl)o-mnuoro 

carboxylic acid methylamide 


303 


317 


1 -(4-Cnloro-pnenyl )-o -tniluorometnyi- 1 xi-pyrazoie-4- 
carboxylic acid dimethylamide 


317 


318 


l-(4-(^oro-phenyl)-5-trifluoromethyl-lH-pyrazo 
carDoxyuc aciu ^j-acexyi-pnenyij-arriiue 


407 


lift 

319 


l-(4-CUoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid (5-ethanesulfonyl-2-methoxy-phenyl)- 

amide 


45 / 


320 


1 -(4-CWoro-phenyl)-5-trifluorornethyl-l H-pyrazole-4- 
carboxylic acid (4-methanesulfonyl-phenyl)-airride 


443 


321 


l-(4-CMoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid (l 5 l-dioxo-lrl-llambaa*o*- 
benzo[b]thiophen-6-yl)-amide 


453 


322 


1 -(4-Unloro-pnenyl jo-tniiuorometnyl- 1 rl-pyrazoie-4- 
carboxylic acid [2-(2-fluoro-phenyl)-ethyl]-amide 


411 


323 


1 -(4-Crnoro-pnenyi)-D-tn jtluorometnyi- 1 n-pyrazoie-4- 
carboxylic acid [2-(3-fluoro-phenyl)-ethyl]-amide 


411 


324 


1 ( A\jC*\\ 1 niv\-nTi pnvl ^ - ^ -tri flu rvrrkm e*tV\ \A - 1 TT-Ttvrfl "zol 

1 -^*t-^iiiunj piiciiy i ^- j-LiiiiuuiuiiiCLiiyi™ i xi-jjyi ozajig-*t~ 

carboxylic acid [2-(3-chloro-phenyl)-ethyl]-amide 


427 


.325 


l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid [2-(4-chloro-phenyl)-ethyl]-amide 


427 
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326 


i -^H-v^nioro-pnenyi )r o-ixiiiuurumouiyi- in-pyi az*uic-t 
carboxylic acid [2-(2,6-dichloro-phenyl)-ethyl]-ainide 


461 


327 


1 (A- n-» 1 rvrr\ r»Vi pti \A \~ ^ _tr-i fl ^ i nrnm pfhvl - 1 W-n vra 7fi1 P-4- 

1 ^*r" v^mor o pucnyi ) J liixi uui uiiic my i- 1 n -p y i <L6u ic *t 
carboxylic acid (l-ethyl-pyrrolidin-2-ylmethyl)-amide 


400 


328 


l -^4-t^nioro-pnenyi jo-inHUQronieinyi- 1 n-pyrdzuic-H- 
carboxylic acid (l-ethyl-pyrrolidin-2-ylmethyl)-amide 


400 


329 


5 -Cnloro- 1 -methyl- 1 Jri-pyrazoie-4-car ooxyiic acia [z- \p ,*f- 
dimethoxy-phenyl)-ethyl]-amide 


323 


330 


(3-Cnloro- 1 -metnyl- lhl-pyrazoi-4-yi j-^4-metnyi- 
piperazin- 1 -yl)-methanone 


242 


331 


D-Cnloro- 1 -metnyl- lM-pyrazoie-4-carDoxyiic acia vi- 
methyl-hexyl)-amide 


257 


332 


3-Lyiiioro- 1 -meinyi- 1 jn-pyrazoie-^-carDoxyiic acia 
(tetrahydro-furan-2-ylmethyl)-ainide 


243- 


333 


D-L/iHoro-i-ineixiyi-ixi-pyraz^ dciu ^z.- 
pyridin-2-yl-ethyl)-amide 


264 


334 


i-{4-t^nioro-pnenyi j-d -propyl- iri-pyrazoie-4-carDoxync 
acid [2-(3,4-dimethoxy-phenyl)-ethyl]-amide 


427 


335 


[ 1 -(4-Umoro-pnenyi jo -propyl- 1 n-pyrazoi-4-yij -^*f- 
methyl-piperazin- 1 -yl)-methanone 


346 


336 


1 -(4-Cnioro-pnenylj- j -propyl- 1 rl-pyrazoie-4-carooxyiic 
acid (l-methyl-hexyl)-amide 


361 


337 


1 -(4-Cnloro -phenyl )-j -propyl- lJd-pyrazoie-4-carooxyiic 
acid (tetrahydro-furan-2-ylmethyl)-amide 


347 


1 338 


l -(4-umoro-pnenyi )-j -propyl- in-pyrazoie-4-carDoxyiic 
acid (2-pyridin-2-yl-ethyl)-amide 


368 


339 


j-\^jDLioro-i-incuiyi-ixi-pyrazoie-4-carDoxyiic acia. ciiiyi- 
pyridin-4-ylmethyl-amide 


278 


340 


^-r^rilnTr^-l -mfttVivl-1 TT-'nvrfl7n1p-4-r.arhow1ip apid benzvl- 

isopropyl-amide 


291 


341 


5-Chloro-l-methyl-lH-pyrazole-4-carboxylic acid (1- 
benzyl-pyrrolidin-3-yl)-methyl-amide 


332 
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342 


j-Cnloro-l-nieinyi-iii-pyrazoie-4-carDoxyiic acia ^:>- 
diethylamino-propyl)-ainide 


272 


343 


j-Cnloro- 1 -metnyi- iri-pyrazoie-4-carDoxyiic acia 

dimethoxy-benzylamide j 


309 


344 


1 -(4-CWoro-pnenyl)-5 -propyl- 1 ii-pyrazoie-4-carooxyiic 
acid ethyl-pyridin-4-ylmethyl-amide 


382 


345 


1 -(4-Chloro-phenyl)-5-propyl- 1 H-pyrazole-4-carboxylic 
acid benzyl-isopropyl-amide 


395 


346 


l-(4-Chloro-phenyl)-5-propyl-lH-pyrazole-4-carboxylic 
acid (l-benzyl-pyrrolidin-3-yl)-methyl-amide 


436 


347 


l-(4-Chloro-phenyl)-5-propyl-lH-pyrazole-4-carboxylic 
acid (3-(tiethylamino-propyl)-amide 


376 


348 


1 -(4-Cnloro-pnenyl)-5-propyl- 1 rl-pyrazole-4-carDoxync 
acid 2,4-dimethoxy-benzylamide 


413 


349 


5-Chloro-l -methyl- lH-pyrazole-4-carboxylic acid benzyl- 
methyl-amide 


263 


350 


5-Chloro-l-methyl-lH-pyrazole-4-carboxylic acid (3,4- 
difluoro-phenyl)-amide 


271 


351 


5-Chloro-l-methyl-lH-pyrazole-4-carboxylic acid (3- 
trifluoromethyl-phenyl)-amide 


303 


352 


5-Chloro-l-methyHH-pyrazole-4-carboxyhc acid metnyl- 
pyridin-2-yl-amide 


250 


353 


5-Chloro-l-methyl-lH-pyrazole-4-carboxylic acid (3- 
phenyl-propyl)-amide 


277 


354 


l-(4-Chloro-phenyl)-5-propyl-lH-pyrazole-4-carboxylic 
acid benzyl-methyl-amide 


367 


355 


l-(4-Chloro-phenyl)-5-propyl-lH-pyrazole-4-carboxylic 
acid (3,4-difluoro-phenyl)-amide 


375 


1 356 


1 (A f^Vil rvm_"nVi pttv/I ^ -rvrrvrw/l _ 1 T-T-nvr^ vn1 P- A-r 1 nrh a y v1 \ C 
X -l *t-\ - /JLIlUI U-pilviiyi J~ J-piup v l-l n-pyia^uic-'T-vdJ.uv^A.j'ix^ 

acid (3-trifluoromethyl-phenyl)-amide 


407 


357 


l-(4-Chloro-phenyl)-5-propyl-lH-pyrazole-4-carboxylic 
acid methyl-pyridin-2-yl-amide 


354 
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358 


1 -^H-V^JCUOrO-pxlCIiyi piupyi- 1x1 yyiaZAylt-*T taiuuA_y vikj 

acid (3-phenyl-propyl)-amide 


381 


359 


^ r*\\}r\m 1 m<atVi\/1-l W_ri\/rii'7n1i s -/l-rnrhnw1ir. ftp/id (2- 

pyridin-4-yl-ethyl)-amide 


264 


360 


j -^jnoro- 1 -nieinyi" i Jn~pyrazoic-^cdiuoAyuc <tuiu 
(benzo[ 1 ,3]dioxol-5-ylmethyl)-amide 


293 


361 


j -v^iHoro- 1 -ixieinyi- 1 iT.-pyrazoie-4-carDoxy no dtviu 
phenethyl-amide 


263 


. 362 


5 -Cnioro- 1 -metnyl- 1 Jti-pyr azo ie-4-car Doxyiic acia ^z- 
ethyl-2H-pyrazol-3-yl)-amide 


253 


363 


5-Cnloro- 1 -metnyl- 1 n-pyrazoie-4-carDoxyuc acia [z-^/t- 
dichloro-phenyl)-ethyl]-amide 


331 


364 


1 -(4-Unloro-pnenyi j-propyi- 1 ii-pyrazoie-4-carooxync 
acid (2-pyridin-4-yl-ethyl)-amide 


368 


365 


i-^4^unioro-pnenyi jo-propyi- 1 ii-pyrazoie-^-odi uuAynu 
acid (benzo[l,3]dioxol-5-ylmethyl)-amide 


397 


366 


I -^4-i^liioro-pnenyi j-o -propyl- ixi-p yrazoie- £ t--cdrDo Ay iiu 
acid phenethyl-amide 


367 


367 


1 -(4-i^oloro-pnenyi jo-propyi- ixi-pyrazoie-H--carDOAyiio 
acid (2-ethyl-2H-pyrazol-3-yl)-amide 


357 


368 


1 -(4-Cnloro-pneny 1)- j -propyl- 1 ii-pyrazoie-4-car ooxync 
acid [2-(3,4-dichloro-phenyl)-ethyl]-amide 


435 


369 


D-LJiloro- l-metiiyi- ixi-pyrazoie-4-carDoxyiic acia [z-^o- 
trifluoromethyl-phenyl)-ethyl]-amide 


331 


370 


o-v^Jiioro- 1 -meuiyi- 1 xi-pyrazoie-4-caiuoxync acia vz- 
thiophen-2-yl-ethyl)-amide 


269 


371 


j-^jiioro-i-incinyi-iJnL-pyrazoie-4-carooxyiic acia [z v* 
chloro-phenyl)-ethyl]-amide 


297 


372 


S-Phloro-1 -methv1-1H-fiwa7ole-4-carboxvlic acid 3- 
trifluoromethyl-benzylamide 


317 


373 


5-Chloro-l-methyl-lH-pyrazole-4-carboxylic acid (3- 
methanesulfonyl-phenyl)-amide 


313 
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374 


1 -(A-C*\\ 1 r\rr\ --nH pn 1 - ^ -n rnnvl - 1 TT-"n vr?i 7n1 P>- 4— r: a rH n y vl i c. 

acid [2-(3-trifluoromethyl-phenyl)-ethyl]-ainide 


435 


375 


1 -( A*~C^\\\c\Tc\-T^\f*T\\iX\-^-T\T(\T\\i\- \ XT-n vrA9 f n1p-4-PAT*hfYV'vlif' 
i i v_^iuui. u uiJ.cjj.yi J J uiuuji l a x jjyi d^iijii^ t i/oi uuAyuLi 

acid (2-thiophen-2-yl-ethyl)-amide 


373 


376 


i -^-^moro-piiciiyi j-j -propyl- 1 xx-pyi dzuic-^-uaruu Ayiio 
acid [2-(4-chloro-phenyl)-ethyl]-amide 


401 


377 


i -^*f-i^nioro~pncnyi y j-propyi- i£i-pyrazoic-*T , -car uoxync 
acid 3-tjifluoromethyl-benzylamide 


421 


378 


i -^4-L/ijioro-pnenyi )-j -propyl- 1 xi-pyrazoic-^f-carDoxyiic 
acid (3-metibtanesulfonyl-phenyl)-amide 


417 


379 


D-cijioro-i-ineinyi-xji-pyra20ie-4-carDoxyiic acid [z-^ixi- 
indol-3-yl)-ethyl]-amide 


302 


380 


0-L/JXioro- 1 -nicuiyi- 1 xi-pyrazoic-*f-carooxyiic aoiu ^-^o- 
fluoro-phenyl)-ethyl]-amide 


281 


381 


fluoro-phenyl)-ethyl]-amide 


281 


382 


j -L^nioro- 1 -mcuiyi- 1 xi-pyrazoie-H-cdruoxyiiu «iliu ^ i - 
ethyl-pyrrolidin-2-ylmethyl)-amide 


270 


383 


j -v^moro- 1 -metnyi- 1 xi-pyrazoie-*f-carooxyiic aci a ^ 1 - 
ethyl-pyrroUdiJi-2-ylmethyl)-amide 


270 


384 


i-^-^nioro-piienyi j- o-propyi- ixi-pyrazoie-H-carDoxyiic 
acid [2-(lH-indol-3-yl)-ethyl]-amide 


406 


385 


i -{H-v^nioro-pnenyi jo-propyi- 1 xi-pyrazoie-^-caxooxyiic 
acid. [2-(3-fluoro-phenyl)-ethyl]-aiiiide 


385 


386 


1-^4-^nioro-pn.enyi )-o -propyl- ixi-pyrazoic-H-carDoxyiic 
acid [2-(2-fluoro-phenyl)-ethyl]-ainide 


385 


387 


i-^-v^nioro-pneiiyi jo-propyi- 1 jLi-pyra/.oic-*f-carDoxyjLic 
acid (l-ethyl-pyrToUdiii-2-ylmethyl)-airude 


374 


388 


1 -( A- f^H 1 nrn -r* V» pn vl i - ^ -nr r\*nv1 - 1 W-TivrfiT'nlp-A-.^arhfivvlir' 
i v^iinji v-jjiic.ij.yi j— J yLsjpyi xxx ^/yicuovFic-*T— c-cu. uvJAyiio 

acid (l-ethyl-pyrrolidin-2-ylmethyl)-amide 


374 


389 


5-Chloro-l-methyl-lH-pyrazole-4-carboxylic acid 2,6- 
dimethoxy-benzylamide 


309 
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390 


5-CThloro-1 -mefhvl-1 T : ^-•nvra7^1p-/t-r^lrh^Yv1^^ , arid r9-/"^- 

chloro-phenyl)-ethyl]-amide 


297 


391 


5-Chloro-l -TTiPthv1-1 TT-nvrn9 r nlp-.4-rnrhnYv1ir' nn'H S- 

dimethoxy-phenyl)-ethyl]-amide 


323 


392 


j v^iiiuiu-i-uicixiyi , "'i jni-pyrdzoic-H-caruoxyiic acia yp~ 
chloro-pyridin-2-yl)-ainide 


270 


393 


j-v^nioro- i -meinyi- 1 xi-pyraZOie-4-carDOxyiic acia 
phenyl-propyl)-amide 


277 


394 


i -^~wuoro-pncnyi jo -propyl- iiT.-pyrazoie-4-carooxyiic 
acid 2,6-dimethoxy-benzylamide 


413 


395 


i -^-v^moro-pnenyi jo-propyi- i xi-pyrazoie-H-carDoxyiic 
acid [2-(3-chloro-phenyl)-ethyl]-amide 


401 


396 


i -^^v^iiiuro-piicjiyi j -propyl- ixi-pyrazoic-H— carooxy lie 
acid [2-(3,5-dimethoxy-phenyl)-ethyl]-amide 


427 


397 


i -^*t-^xjuLuru-pnciiy i ^-j -propyl- 1 xi-pyrazoiw-*f-caruOxyiic 
acid (5-chloro-pyridin-2-yl)-amide 


374 


398 


i -^*t-^i±±ui u-piiciiy i j-j-pujpyi- 1 xi-pyrdzoic-H— caiDOxync 
acid (2-phenyl-propyl)-amide 


381 


399 


^-i^iuoro-i-meiiiyi-iri-pyrazoic-'f-carDOxyiic acia [Z-^- 
fluoro-phenyl)-ethyl] -amide 


281 


400 


3-^nioro-i-nicinyi-iji-pyrazoie-4-caruOxyiic acia 
dichloro-phenyl)-ethyl]-ainide 


331 


401 


j-unioro- 1 -meuiyi- 1 xi-pyrazoie-*f-carDOxyiic acia 
(biphenyl-3-ylmethyl)-amide 


325 


402 


j xiiuro - x -me myi - 1 ji-pyrazoie-*t -car ooxyiic acia 
pyridin-4-ylamide 


236 


403 


J"^jjxuru-i-iiieijayi-i acia 
benzenesulfonyl-phenyl)-aniide 


375 


404 


1 -.r4-dhloro-T3henv1V , S-nrnnvl-1 T-T-TYvrfl7nlp-4-rflrhnwHr 

acid [2-(4-fluoro-phenyl)-ethyl]-amide 


385 


405 


l-(4-Chloro-phenyl)-5-propyl-lH-pyrazole-4-carboxylic 
acid[2-(2,4-dichloro-phenyl)-ethyl]-amide 


435 
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406 


1 -(4-L/JiLoro-pneiiyi jo -propyl- 1 ii-pyrazoie-*r-carooxyiic 
acid (biphenyl-3-ylmethyl)-amide 


429 


407 


1 -(4-unloro-pncnyijo -propyl- 1 xi-pyrazoie-^-carDoxyiic 
acid pyridin-4-ylamide 


340 


408 


1 ~(4-CWoro-phenyl)-!> -propyl- lri-pyrazoie-4-carDoxyiic 
acid (3-benzenesulfonyl-phenyl)-airdde 


479 


409 


1 -(4-Chloro-pnenyl)-j -tntluorometnyl- 1 xi-pyrazoie-4- 
carboxylic acid [2-(3,4-dihydroxy-phenyl)-ethyl]-amide 


425 


410 


l-(4-Cmoro-pnenyl)-5-tniluorom 

carboxylic acid (3-hydroxy-phenyl)-amide 


381 


411 


l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid [2-(4-iluoro-pnenyl;-etnylj-atniae 


411 


412 


5-Trifluoromethyl-l-(4-trifluoromethyl-phenyl)-lH-- 
pyrazole-4-carboxylic acid [2-(2,4-dichloro-phenyl)- 
ethyl] -amide 


495 


At 1 

413 


l-(4-CMoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid (2-iluoro-D-metnanesulionyi-pnenyi;- 

amide 


*K)1 


414 


1 -(4-Chloro-pnenyl)-5 -tntluorometnyl- 1 H-pyrazole-4- 
carboxylic acid [2-(2-chloro-phenyl)-ethyl]-amide 


427 


415 


l-(4-CUoro-phenyl)-5-tnfluoromethyl-lH-pyrazole-4- 
carboxylic acid [2-(4-hydroxy-phenyl)-ethyl]-amide 


409 


416 


1 -(3-Chloro-phenyl)-5-trifluoromethyl- 1 H-pyrazole-4- 
carboxylic acid 3-trifluoromethyl-benzylamide 


447 


417 


l-(4-Nitro-pnenyl)-5-tnilu^^ 
carboxylic acid (3-methanesulfonyl-phenyl)-amide 


• 454 


418 


1 -(4- Amino-phenyl)-5 -trifluoromethyl- 1 H-pyrazole-4- 
carboxylic acid (3-methanesulfonyl-phenyl)-amide 


424 


419 


1 j-1711/jmoro-pnciiyi ) in-pyi tt&uic-^t-^oi uuAy w« nwu 

[2-(3-chloro-phenyl)-ethyl]-amide 


393 


420 


l-(2-Nitro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid [2-(3-chloro-phenyl)-ethyl]-amide 


438 
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421 


1 -jDenzouuazoi-z-yi-D-tnnuoromemyi- 1 n-pyrazoie-H- 
carboxylic acid [2-(3-chloro-phenyl)-ethyl]-amide 


450 


422 


1 - \ 4 - jn ltro -p XI eny i D-innuoromeinyi- i xi-pyrazuic-^- 
carboxylic acid [2-(3-chloro-phenyl)-ethyl]-amide 


438 


423 


1 -(4-Amino-pnenylj- D-tniluorometnyi- 1 xi-pyrazoie-**- 
carboxylic acid [2-(3-chloro-phenyl)-ethyl]-amide 


408 


424 


. -(4-uuanidmo -pheny 1)- j -tniluorometnyl- 1 Ji-pyrazoie-4- 
carboxylic acid (3-methanesulfonyl-phenyl)-amide 


466 


425 


-Phenyl- 5 -trifluoromethyl- 1 H-pyrazole-4-carboxylic acid 
[2-(2-chloro-phenyl)-ethyl]-amide 


393 


426 


-Phenyl-5 -trifluoromethyl- 1 H-pyrazole-4-carboxylic acid 
[2-(3-cMoro-phenyl)-ethyl]-amide 


393 


427 


. -Phenyl-5 -tniluorometnyl- 1 ri-pyrazoie-4-carDoxyuc acia 
[2-(4-chloro-phenyl)-ethyl]-amide 


393 


428 


1 -Phenyl-5 -tn tluorometny l- 1 xi-pyrazoie-4-car ooxync acia 
[2-(2,4-dichloro-phenyl)-ethyl]-amide 


427 


429 


1 -Phenyl-5 -tniluorometnyl- lxi-pyrazoie-4-carDoxync acia 
[2-(3,4-dichloro-phenyl)-ethyl]-amide 


427 


430 


1 -Phenyl-5-trifluoromethyl- lH-pyrazole-4-carboxylic acid 
[2-(2,6-dichloro-phenyl)-ethyl]-amide 


427 


431 


1 -Phenyl-5-trifluoromethyl- lH-pyrazole-4-carboxylic acid 
[2-(2-fluoro-phehyl)-ethyl]-amide 


377 


432 


1 -Phenyl-5-trifluoromethyl- lH-pyrazole-4-carboxylic acid 
[2-(3-fluoro-phenyl)-ethyl]-amide 


377 


433 


1 -Phenyl-5 -trifluoromethyl- lH-pyrazole-4-carboxylic acid 
[2-(4-fluoro-phenyl)-ethyl]-amide 


377 


434 


1 -Phenyl-5-trifluoromethyHH-pyrazole-4-caiboxylic acid 
[2-(3-trifluoromethyl-phenyl)-ethyl]-amide 


427 


435 


[2-(4-ethyl-phenyl)-ethyl]-amide 


387 


436 


l-Phenyl-5-trifluoromethyl-lH-pyrazole-4-carboxylicacid 
[2-(3,5-dimethoxy-phenyl)-ethyi]-amide 


419 
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437 


1 -jrnenyi- j-iiiiiuoruniciiiyi- ijn-pyrazuic^-uaxuuA.yiic dciu 
[2-(3,4-dimethoxy-phenyl)-ethyl]-amide 


419 


438 


i-jrncQyi- j-triiiuuruincm auiu 

(2-thiophen-2-yl-ethyl)-amide 


365 


439 


i -r nenyio-Lniiuoronieuiyi- in-pyrazoic-^f-carooxyjic acia 
4-fluoro-benzylamide 


363 


440 


1 -Phenyl-5 -trifluoromethyl- lH-pyrazole-4-carboxylic acid 
2-chloro-benzylamide 


379 


441 


1 -Phenyl-5-trifluoromethyHH-pyrazole-4-carboxylic acid 
4-chloro-benzylamide 


379 


442 


1 -Jr nenyio-tniiuoromeinyi- iii-pyrazoie-4-carooxyiic acia 
3-methyl-benzylamide 


359 


443 


l -Jrnenyio-tnnuorometnyi-ln^ acia 
4-methyl-benzylamide 


359 


444 


i -ruenyi-o - tn nuoiurne inyi- 1 xi-pyrazoic-*f-carDoxyiic acia 
4-trijQuoromethyl-benzylamide 


413 


445 


i -Jriienyio -irniuoromeuiyi- 1 xi-pyrazoie-4-carDoxyiic acia 
3-fluoro-5-trifluoromethyl-benzylamide 


431 


446 


1 -(4-Cnloro-pnenylj-!>-tnlluorometnyl- 1 xi-pyrazoie-4- 
carboxylic acid [2-(3-hydroxy-phenyl)-ethyl]-amide 


409 


447 


1 -Phenyl-5-trifluoromethyl-lH-pyrazole-4-carboxylic acid 
[2-(34iydroxy^henyl)-et^]-amide 


375 


448 


l-(3-Chloro-phenyl)-lH-pyrazole-4-carboxylic acid (3- 
methanesulfonyl-phenyl)-amide 


375 


449 


1 -(3 -Chloro-phenyl)- 1 H-pyrazole-4-carboxylic acid [2-(3 - 
chloro-phenyl)-ethyl]-amide 


359 


450 


i-^-L/Jiioro-pnenyij-iri-pyrazoie-4-carDoxyuc acia [z- 
(2,6-dichloro-phenyl)-ethyl]-amide 


393 


451 


i-\_n-^niuru-pncnyi^-ixi-pyr<KOie-^CarDOxyiic dciu \p- 
methanesulfonyl-phenyl)-amide 


375 


452 


l-(4-Chloro-phenyl)-lH-pyrazole-4-carboxylic acid [2-(3- 
chloro-phenyl)-ethyl]-amide 


359 
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453 


i-^4-i^niOTO-pnenyij-ijn.-pyraz^ <u/iu \£* 
(2,6-dichloro-phenyl)-ethyl]-amide 


393 


454 


methanesulfonyl-phenyl)-amide 


355 


455 


i-jjcnzyi-i n-pyrazoic-4-carDoxyiic acia lz-^jh/iuuiu- 
phenyl)-ethyl]-amide 


339 


456 


1 -r>enzyi- lM-pyrazoie-4-carooxyiic acia [z-^z,o-aicnioro- 
phenyl)-ethyl]-amide 


373 


457 


i-p- 1 olyi- ixi-pyrazoie-4-carDoxyiic acia ^j- 
methanesulfonyl-phenyl)-amide 


355 


458 


l-p-lolyl-ln-pyrazoie-4-carDoxyiic aciu. LZ-^-cmoro- 
phenyl)-ethyl]-aroide 


339 


459 


I -p- 1 oiyi- 1 xi-pjrrazoie-*T-carDoxyiic aciu [z-^z,o-ujcmuTo- 
phenyl)-ethyl]-amide 


373 


460 


1 -^z-i^nioro-pnenyi j- 1 JrL-pyrazoie-^-caxDoxyuc dciu ^3- 
methanesulfonyl-phenyl)-amide 


375 


461 


l-^z-unioro-pnenyi^-iJi-pyrazoie^-caruoxyiic aciu [z-^j- 
chloro-phenyl)-ethyl]-amide 


359 


462 


l - y£- Unioro-piienyij- 1 xi-pyrazoie-4-- c arc oxy 11c acia [z- 
(2,6-dichloro-phenyl)-ethyl]-amide 


393 


463 


i-(j,4-JJicluoro-pnenyl)- iri-pyrazoie-4-carDoxyuc acia 
(3-methanesulfonyl-phenyl)-amide 


409 


464 


1 -(3 ,4-Dicmoro-pnenyl)- 1 H-pyrazoie-4-car ooxyiic acia 
[2-(3-chloro-phenyl)-ethyl]-amide 


393 


465 


A "U >4-JL/icnioro-pnenyi 1 ji-pyrazoie-4-carooxync acia 
[2-(2,6-dichloro-phenyl)-ethyl]-amide 


427 


466 


1 -^4-jtsromo-pnexiyi ^- in-pyrazoie-H-carDoxyiic aciu vy- 
methanesulfonyl-plienyl)-amide 


419 


467 


chloro-phenyl)-ethyl]-amide 


403 


468 


l-(4-Bromo-phenyl)-lH-pyrazole-4-carboxylic acid [2- 
(2,6-dichloro-phenyl)-ethyl]-amide 


437 
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469 


1 (A XTInrvrr* -r»Vif»n 1 TT_ri\7r97n1p-^l-f'aT*HnYv1l P. ac/ifl C\- 
l-l *r~ P IllOi 0~pilwliy 1 J "In -uyiaz # wlw~*T^wtxiuwA.jriJiw av^iLi \ j 

methanesulfonyl-phenyl)-amide 


359 


470 


1 (A TTln*vrr\ *>Vi pnv1'\ ITT r\\n*n vnl nrhnYvli c nr/ir! r9-f ^- 

chloro-phenyl)-ethyl]-amide 


343 


471 


i-(4-riuoro-pnenyi)-iiA-pyrazoiG-H-w ai/iu iz.- 
(2,6-dichloro-phenyl)-ethyl]-amide 


377 


472 


l-(4-Metnoxy-pnenyij-iJnL-py^ acia ^j- 
methanesulfonyl-phenyl)-amide 


371 


473 


l-(4-Metnoxy"pnenylj-lll-pyrazoie-4-carDoxyiic acia [z- 
(3-chloro-phenyl)-ethyl]-amide 


355 


474 


l-(4-Metnoxy-pJienyij-lJi-pyrazoie-4-carDoxyiic acia [z- 
(2,6-dichloro-phenyl)-ethyl]-amide 


389 


475 


-Jrlienyio-tniiuorom^ dciu 
[2-(3,4-dihydroxy-phenyl)-ethyl]-amide 


391 


476 


1 -Jr neny 1- j -TJiiiuoroine inyi- 1 n-pyrazoie-H-cdrooxy iiu <tuiu 
[2-(4-hyckoxy-phenyl)-ethyl]-amide 


375 


477 


l-(4-r luoro-pnenyi J- j-uiiiuoroineuiyi- ixi-pyrazoie-'f- 
carboxylic acid berizylamide 


363 


478 


I -(4-.r luoro-pnenyi )- j-tniiuoronieinyi- 1 xi-pyrazoie-^- 
carboxylic acid phenethyl-amide 


377 


479 


1 -(4-r luoro-pnenyi)- j-tntluoronieiayi- iri-pyrazoie-*t- 
carboxylic acid [2-(2-cMoro-phenyl)-ethyl]-amide 


411 


480 


1 -(4-r luoro-pnenylj- j-lxiiluoromeinyi- 1 xi-pyrazoie-4- 
carboxylic acid [2-(3-chloro-phenyl)-ethyl]-amide 


411 


481 


l -(4-r luoro-pnenyi JO -tniiuoronie inyi- 1 n-pyrazoie-H- 
carboxylic acid [2-(4-chloro-phenyl)-ethyl]-amide 


411 


482 


1 luoro-pnenyi j-D-uiiiuoromeinyi- in-pyrazoic-*f- 
carboxylic acid [2-(2,4-dichloro-phenyl)-ethyl]-amide 


445 


483 


1 -r4-F1iiorn-nhen vl VS-trifluoromethvl-1 H-nvrazole-4- 
carboxylic acid [2-(3,4-dichloro-phenyl)-ethyl]-amide 


445 


484 


l-(4-Fluoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid [2-(2,6-dicbloro-phenyl)-ethyl]-amide 


445 



70 



WO 03/037274 



PCT/US02/35172 



485 


1 -( 4-F1iinrn-nTienv1VS-trifliiorornethvl-^ 

carboxylic acid [2-(2-fluoro-phenyl)-ethyl]-amide 


395 


486 


1 -^-T^liinrn-nhRnvn-S-trifliinrnrnethvl-l H-t)vrazole-4- 

carboxylic acid [2-(3-fluoro-phenyl)-ethyl]-amide 


395 


487 


l-(4-Fluoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 

r» a t*Krw\/1 if* a r»i /I «T0 A-fl i i nrA-nli PYl v1 "\-pfTl vl 1 - n m 1 H ft 
Lai UUAy 11U aUltl j_^~^H~HUUlU ~pilGliyiy~vlliyiJ 'fliiuuv 


395 




l-(4-Fluoro-phenyl>5-trifluoromethyl-lH-pyrazole-4-- 
carooxync aciu [z-^-umuoromewyi-pn^ 
amide 




489 


i -^H-^xiioro-pncnyi jo-iiiiiuuruinGiiiyi- 1 ri-pyi ozuic-h— 
carboxylic acid (2-trifluoromethyl-phenyl)-amide 


433 


490 


1 -^H-v^iuoro-pnciiyi j-inxiuoroiiiciiiyi- in-p yi d/iuic^t 
carboxylic acid (2,4-difluoro-phenyl)-amide 


401 


. 491 


1 (A r^lilrirn-rilimivl^-^-frifliinrnTriPtVivl-l TT~nvra , 7n1f*-4- 

carboxylic acid (4-isopropyl-phenyl)-amide 


407 


492 


1 -fA-f^Yi} r>rn-iVh p*n "vl ^ ^ - tn" ■fin nrnnn pfH v1 - 1 TT-Twra7 , n1e-4- 
1 ~t v_yllJ.Ui vJ~pilCliy l ^ J iilJLlLlui uuit/ixiy i ixx \j y l o^ui*-' r 

carboxylic acid (2-fluoro-5-trifluoromethyl-phenyl)-amide 


451 


493 


1 /'A r^1n1^rrt_riVi^Ti\/^_^_trifliirirnrnptVi'v1-1 TT- - nVTJl'7rilf :k -4- 
1 ~^*t- iw/iiiux u~piiciiyi j- J " u in uui uiiic my i i n~pyi omuw 

carboxylic acid (2-isopropenyl-phenyl)-amide 


405 


494 


l -^4-i^Jlloro-pJieiiyi jo -uiiiuoroineinyi- 1 n-p yidzuic-H- 
carboxylic acid (4-ethyl-phenyl)-amide 


393 


495 


1 -^-v^Jiioro-pncnyi j-iniiuoroiiiciiiyi- 1 iT.-pyidz,uic-*+- 
carboxylic acid (2-fluoro-3-trifluoromethyl-phenyl)--amide 


451 


496 


l -^*f ruoro -pncnyi J- j - iri ii uui u iii v my i- 1 n-p y raz/Uic-t - 
carboxylic acid (2-trifluoromethoxy-phenyl)-amide 


449 


497 


1 -^-i^niuru-piiciiyi ^-j-inMuuiujuucuiyi- ixi-pyiax»uic t 

carboxylic acid (2,5-dimethyl-phenyl)-amide 


393 


498 


i - ^f-v^llluro-pjQCiiyi j- j-uiiiuui umc uiy i- 1 n-pyi dziUio-*t 
carboxylic acid (2,3,4-trifluoro-phenyl)-amide 


419 


499 


1 J 4-Phl oro-nhenvn-5-trifluoromethvl- 1 H-ovrazole-4- 
carboxylic acid (2-fluoro-phenyl)-amide 


383 


500 


l-(4-CUoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid (4-tert-butyl-phenyl)-amide 


421 
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501 


1 -(4-Cnloro-pnenyij-D-tnuuorometiiyi- 1 ri-pyrazoie-4- 
sarboxylic acid (2-chloro-5-trifluoromethyl-phenyl)-amide 


467 


502 


1 -(4-Cnloro-pnenyi J- j-tniiuorometnyi- 1 xi-pyrazoie-4- 
carboxylic acid (3-trifluoromethyl-phenyl)-amide 


433 


503 


1 -(4-Cnloro-pjienyl)-3-tniluororaetnyi- 1 ri-pyrazoie-4- 
carboxylic acid o-tolylamide 


379 


504 


1 -(4-CUoro-pnenyl)-5-triiluorometnyl- 1 H-pyrazole-4- 
carboxylic acid (2,4-dimethyl-phenyl)-amide 


393 


505 


1 -(4-Chloro-phenyl)-5 -tnfluoromethyl- 1 H-pyrazole-4- 
carboxylic acid (2-tert-butyl-phenyl)-amide 


421 


506 


1 -(4-Cmoro-phenyl)-5-tnfluoromethyl- 1 H-pyrazole-4- 
carboxylic acid (2,6-dimethyl-phenyl)-amide 


393 


507 


1 -(4-Cnloro-phenyl)-5-tnfluoromethyl- 1 H-pyrazole-4- 
carboxylic acid (4-ethoxy-phenyl)-amide 


409 


508 


t /A /""Tl_ 1 "t 1 \ a * /*!_ _ _ — . _ _ i "ITT a vl 

1 -(4~Chloro-pnenyl)o -tnfluoromethyl- 1 Jd-pyrazole-4- 
carboxylic acid (2-cUoro-pyridin-3-yl)-aniide 


400 


509 


1 -(4-Chloro-phenyl)-5 -trifluoromethyl- 1 H-pyrazole-4- 
carboxylic acid (2,4-dichloro-phenyl)-amide 


433 


510 


A /A S~V1 t 1 1"\ c a.. * J?l ^4.1 .1 "ITT ■- - < - yf 

1 -(4-Chloro-phenyl)-5 -tnfluoromethyl- 1 H-pyrazole-4- 
carboxylic acid biphenyl-4-ylamide 


441 


511 


l-(4-CWoro-phenyl)-5-tnfluoromethyl-lH-pyrazole-4- 
carboxylic acid (5-chloro-2-methyl-phenyl)-amide 


413 


512 


1 -(4-Chloro-phenyl)-5-tnfluoromethyl-l H-pyrazole-4- 
carboxylic acid (4-chloro-phenyl)-amide 


399 


513 


I -(4-Chloro-phenyl)-5-tnfluoromethyl- lH-pyrazole-4- 
carboxylic acid (4-cyano-phenyl)-amide 


390 


514 


1 -(4-Chloro-phenyl)-5-trifluoromethyl- 1 H-pyrazole-4- 
carboxylic acid (3-benzenesulfonyl-phenyl)-amide 




515 


1 Z' /I f~*\t 1 -»-\ Vv i rl ^ C tSr-f Till /"v-*-/^*-*^ <arV»t rl 1 T T ntM7Alo /] 

i -^-L/iuoro-pnenyi j-j-iniiuoronieinyi- 1 xi-pyrazo 1 e-^t- 
carboxylic acid (4-methoxy-biphenyl-3-yl)-amide 


471 


516 


l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid (4-morpholin-4-yl-phenyl)-amide 


450 
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517 


1 -f4-Ch1oro-nhenvlV5-trifluoromethvl-lH-DVrazole-4- 
carboxylic acid (4-tTifluoromethyl-phenyl)-ainide 


433 


518 


1 -f4-P "hi nro-nhenv1 V5-trifluoromethvl- 1 H-OVrazole-4- 
carboxylic acid [4-(e%l-isopropyl-aminp)-phenyl]-amide 


450 


519 


1 PH1 nm-Wh pn vl i- S -tri fl i i rvrrvm eth vl - 1 l-T-n vra7:ole-4- 
carboxylic acid (2-cUoro-5-metliyl-phenyl)-amide 


413 


520 


1 f/1 /""'Vi 1 n-rrv till <*n \/1 "i- ^ _tri flu (\r Am Pth vl - 1 TT-T> VTfl 7 fil ft-4- 

1 -i *f-V^n I oru-pnciiyi t m j-uinuui uincuxy x- 1 xx~pyi o£j\jx\s t 

carboxylic acid (2-piperidin-l-yl-phenyl)-amide 


448 


521 


1 (A (~^X\\r\*rr\ Whptvir1\ ^ tri fl n rxrc\rr\f*\\\ \A - 1 TT-nvr517f>1e-4— 
1 -1 ^-^Q10ru~pjjLCIlyl ^~ J~iilXiuuiUiiiCLLiyi~ i LL-y y l ojl\j l\s ~t- 

carboxylic acid (4-(limethylaiiiino-phenyl)-amide 


408 


522 


1 (A r^lnm. nVicn-vrl i ^-trnfliirvrrvmpfhvl-l W-rvvr5i7 , o1 e~4- 

1 -I *f "V^IiIOrO—pildlYl J J Li 1X1 u-V/i UllXCUiy 1 X XX Lyyi <u<uiw t 

carboxylic acid (5-methoxy-2-methyl-phenyl)-aiixide 


409 


523 


1 ( A__ c Vil nm r»h pn v1 1- S -tri fl n nrnin eth vl - 1 TT-Ti vrazol e-4- 

X **l *T~V ,-.11 HJItJ— Ul IC11V1 J u LLlXAtHJUJlll^HAjf X XXX iy jf lOuU IV ~ 

carboxylic acid (4-methyl-2-oxo»2H^hromen-7-yl)"amide 


447 


524 


1 „i'zl_r^Vi1nrn-rihpnv1V^-tinfliinrnrnethvl- 1 H-Dvrazole-4- 

JL«* I*T~ V^ilJAJAVS " UllCJUL y 1 J J —tlXXliXv/XVXXXwlXXJrX 111 ^jjxt*4j\jx\* -t 

carboxylic acid (2-clxloro-5-methoxy--phenyl)-amide 


429 


525 


1 (A C*h 1 oro-n Vi pn vl i- S -tri fl i i nrnm eth vl - 1 TT-nvrazole-4- 

1— 1*+"" V^XXlUlVJ UUCiiyil J iXIXllXVXV/XlXVllXy X XXX ^fjX€X£j\J±\^ r 

carboxylic acid quinoUn-8-ylamide 


416 


526 


1 (A C^X-sKrvrrx tiVipri'ti'l'i-^-trifliirvrrirnptnvl-l TT-nvrfl7n1e-4- 
1 -I *f- v^JliOro-pilwIiyi ) D lii ix uui uuic my l i xx-py x <xz,u i w *t 

carboxylic acid (2-pyrrol-l-yl-phenyl)-arixide 


430 


527 


1 (A C^VArwrs. -r*\ifyr\-\lX\ ^ frifl"nrkTTVrriPt1*l\/l-1 TT-TW/T 51*701 P-A— 

1 -^4-i^flioro-pn.eiiyi j-j -ix^ixuoromeiixy 1- 1 xx-pyi <tz.uic-*t- 
carboxylic acid [2-(lH-indol-2-yl)-phenyl]-amide 


480 


528 


l-(4-CUoro-phenyl)-5-trifluoromethyl-lH-pyraz^ 
carDOxyiic aciu ^j-cydiiuiixcixiyi-pxicjuyi^"diixiu.c 


404 




l-(4-CUoro-phenyl)-5-lrifluoromethyl-lH-pyrazole 

/♦o-rK/wt/lir* or'irl r^-Milrvm-9-f A-r hlrim-tVhpri vlQiilfflnvIV 
CarOOXyilC aClU \_ J - UlxLUX U ^ Ulxiui U-pucixy 10 ixxx uiiy 

phenyl]-arixide 


541 


530 


1 (A r^Vi1r*Tr\ TVhpnvl^-^-tri flnnrnmpthv1-1 T-T-r>vra7o1e-4- 
l-i H~V-/IilUxU~pxlv?iiy -ixixxu»jxuiiiciiiyi"" ixx L/yicixiwi^ ~ 

carboxylic acid (2-cyano-phenyl)-amide 


390 


531 


l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid (4-methoxy-phenyl)-methyl-amide 


409 


532 


l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid (4-methoxy-phenyl)-amide 


395 
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533 


1 -f A_f^Vi1rvm_T>h pnvl^-^-tri flimrnmptVivl- 1 TT-r*vr5i7n1p--l- 
1 -1 *r~V^lllUHJ~UllCiljrl J J~U.lllU.UlVllXwUJ.jrl 1X1 yyx CLc>*JlC *r 

carboxylic acid (5-trifluorom 


434 


534 


1-1 *+-v^lllUlU"pilClljrl J ■J lx JJ.1UU1 U111C Ul_y 1 xxX pyL cLCjK) l\^ m "-r" 

carboxylic acid (2-chloro-4-trifluoro 


467 


535 


i -^-f-unioro-piieiiyi j-j-uiiiuoroiueuiyi- 1 xi-pyrazoic-*f- 
carboxylic acid (5-fluoro-2-methyl-phenyl)-amide 


397 


536 


1 - ^4- umoro-pnenyi j-D-iniiuoi ometnyx- 1 ri-pyrazoie-4- 
carboxylic acid (3-methyHsothiazol-5-yl)-amide 


386 


537 


1 -(4-uJuioro-pnenyi j-j-ixiiiuoroiTietnyi- x jti-pyrazoie-4- 
carboxylic acid thiazol-2-ylamide 


372 


538 


l-(4-ChlorcHphenyl)-5-trifl^^ 

carDoxyxic acia ^ j-pnenyi-oxazoi-z-yx ^-ainiae 


432 


539 


1 -(4-CMoro-phenyl)-5-trifluoromethyl- 1 H-pyrazole-4- 
carboxylic acid (1 J-Q^oxo-tetTahydro-llambda*6*- 
uiiopncn- j-yi ^-cuiiiuc 


407 


j4U 


1 -(4-Chloro-phenyl^ 
carooxyxic acm ^D-xneiiiyisuiianyi- x Jti- [ i ,z,4j inazoi-o-yxj- 

aniide 


4(19 


541 


l-(4-CliiOro-phenyl)-5-^ 

carboxylic acid ^M-[l,z 5 4jtnazoi-3-yij-amiae 


356 


542 


l-(4-CMoro-phenyl)-5-trifluoromethyl-lx^^ 
carooxyxic acid p-mlluorometnyi-[X > j 9 4jtliiadiazoi-z-yij- 

amide 


441 


543 


i -^4-i^iiioro-pnenyi j-D-iiiiiuoroiiieuiyi- x xi-pyrazoie-4- 
carboxylic acid (3-methyl-isoxazol-5-yl)-amide 


370 


544 


x -(4- unioro-pnenyi j-j-iriiiuoroiTieinyi- 1 jri-pyrazoxe-4- 
carboxylic acid (4-phenyl-tkLazol-2-yl)-amide 


448 


545 


I -^4-L.nioro-pnenyi jo-tniiuoromeinyi- x ii-pyrazoie-4- 
carboxylic acid benzothiazol-2-ylamide 


422 


546 


1 A pu 1 r\rc\ .-nVi pnvl ^ „fri fl 1 1 nrnm ptK vl - 1 TT-n vr a *7nl p-4- 

1 V^/111U1 U UilCllj' 1 j J L1U1UU1 VJlll.CUljr 1— 1 Xx~jJ jrl OZiUlC *t 

carboxylic acid (lH-benzoimidazol-2-yl)-amide 


405 


547 


1 -(4-Fluoro-phenyl)-5-trifluoromethyl- lH-pyrazole-4- 
carboxylic acid 3-methoxy-benzylamide 


393 
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548 


1 -(4-r luoro-pnenylj-D-tniluorometnyl- 1 Jti-pyrazoie-4- 
carboxylic acid 2-methoxy-benzylamide 


393 


549 


1 -(4-r luoro-pnenyl )-j -in tiuorome tny i- 1 H-pyrazoie-4- 
carboxylic acid 3-methyl-benzylamide 


377 


550 


l-(4-Fluoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid 4-methyl-benzylamide 


377 


551 


1 /A TM 1_ WE j* r"l j i _1 ITT t j~ A 

1 -(4-Fluoro-phenyl)-5 -tafluoromethyl- 1 H-pyrazole-4- 
carboxylic acid 2-chloro-benzylamide 


397 


552 


1 -(4-Fluoro-phenyl)-5 -trifluoromethyl- 1 H-pyrazole-4- 
carboxylic acid 3,4-dichloro-benzylamide 


431 


553 


1 -(4-Fluoro-phenyl)-5-tnfluoromethyl- 1 H-pyrazole-4- 
carboxylic acid 2,4-dimethoxy-benzylamide 


423 


554 


l-(4-Fluoro-phenyl)-5-trifluoromethyl--lH-pyrazole-4- 
carboxylic acid 2,3-dimethoxy-benzylamide 


423 


555 


1 -(4-Fluoro-phenyl)-5 -trifluoromethyl- 1 H-pyrazole-4- 
carboxylic acid 4-chloro-benzylamide 


397 


556 


l-(4-Fluoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid cyclohexylmethyl-arnide 


369 


557 


■* S A Til 1 1\ c a l£t xl_ 1 ITT 1 A 

1 -(4-Fluoro-phenyl)-5-tnfluoromethyl- 1 H-pyrazole-4- 
carboxylic acid 2,4-dichloro-benzylamide 


431 


558 


1 -(4-Fluoro-phenyl)-5-tnfluoromethyl- 1 H-pyrazole-4- 
carboxylic acid 3-iodo-benzylamide 


489 


559 


1 -(4-Fluoro-phenyl)-5-tn£luoromethyl- lH-pyrazole-4- 
carboxylic acid 2-fluoro-benzylamide 


381 ' 


560 


l-(4-Fluoro-phenyl)-5-tafluoromethyl-lH-pyrazole-4- 
carboxylic acid 4-trifluoromethyl-benzylamide 


431 


■ 561 


1 -(4-Fluoro-phenyl)-5 -trifluoromethyl- 1 H-pyrazole-4- 
carboxylic acid (tetrahydro-flu:an-2-ylmethyl)-ainide 


357 


562 


i -(4-r luoro-pnenyijo-tniiuorometnyl- 1 ri-pyrazoie-4- 
carboxylic acid (benzo[l,3]dioxol-5-ylmethyl)-amide 


407 


563 


l-(4-Fluoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid 2-fluoro-5-trifluoromethyl-benzylamide 


449 
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564 


1 ( zLTh lii r\rri_r\lnpri \/1^-S-tt*i fill ornrn pfVl vl-1 TT-nvr5i'7n1p-4- 
1 -^*+~JT lUOrU pilCIiyi ) J-U lliuui UAiiC/ixiy i~ i xi~pyi az»uiC"*t~ 

carboxylic acid 3-trifluoromethyl-benzylamide 


431 


565 


1 -^4-T7liinrri-i^Tnpnv1\-S-fH'fliinrnTTifttliv1-.1 TT-nvra^nlp-^- 

1 _ l 4 r 1U.UI UUJU.CJU.yi 1 J LI lllU.L/itJJUUV^lAiy 1"* 1 JL1 pyi ClZ^LJlt/ *T 

carboxylic acid 3,5-bis-trifluoromethyl-benzylamide 


499 


566 


i -^H-r luoro-pnenyi )-j - tniiuoroiiic uiyi- 1 n-pyrazoic-H - 
carboxylic acid 2,6-dimethoxy-benzylamide 


423 


567 


i -^*f-r luoro-pnenyi jr o-tniiuoroinctiiyi- ixi-pyrazoic-*t- 
carboxylic acid 3,5-dimethoxy-benzylamide 


423 


568 


1 luoro-pnenyi j-3-tnuuoronieinyi- i ri-pyrazoie-4- 
carboxylic acid (1 -phenyl-ethyl)-amide 


377 


569 


1 f A Tjlnnvrt -«l-» rl \ ^ rill airii r 1 1 I 1 mnWVAla /■ 

l -\4-Jr moro-pnenyi jo-Hiiiuoroiiicinyi- 1 xi-pyrazoie-4- 
carboxylic acid (pyridin-2-ylmethyl)-amide 


364 


570 


i -v/+-r moro-pnenyi j- j-muuoromexnyi- 1 xi-pyrazoie-*i- 
carboxylic acid [2-(4-bromo-phenyl)-ethyl]-amide 


455 


571 


i -^h-jt luoro-pnenyi j - j - in n uorome my i- 1 n-p yrdzuie-**- 
carboxylic acid [2-(3-methoxy-pheaiyl)-ethyl]-amide 


407 


572 


l -.{/f-r luoro-pnenyi jo-iniiuoromeinyi- 1 jnt-pyrazoie-4- 
carboxylic acid [2-(3,5-dimethoxy-phenyl)-ethyl]-ainide 


437 


573 


i-{4-r luoro-pnenyi jo-tniiuorometnyi- 1 xi-pyrazoie-4- 
carboxylic acid [2-(3,4»dimethoxy-phenyl)-ethyl]-amide 


437 


574 


1 -(4-r luoro-pnenyi )- j -uiiiuorometiiyi- 1 ri-pyrazoie-4- 
carboxylic acid (2-o-tolyl-ethyl)-amide 


391 


575 


1 -(4~Fluoro-phenyl)-5-trifluoromethyl- lH-pyrazole-4- 
carboxylic acid [2-(3,4-dimethyl-phenyl)-ethyl]-amide 


405 


576 


1 -(4-Fluoro-phenyl)-5-trifluoroinethyl- lH-pyrazole-4- 
carboxylic acid [2-(2,4-diiaethyl-phenyl)-ethyl]-amide 


405 


577 


I -{h-i* luoro-pnenyi jo-iniiuoroineuiyi- 1 xi-pyrazoie-4- 
carboxylic acid (4-phenyl-butyl)-amide 


405 


578 


1 -(A _T?1 ii r\*r\ -r\\> ar\ t ifr\_ ^-fri fin rvranri g>fVti rl _ 1 TT-."nVTH'7n1p-4.- 

i -^•T-iriuoro-piiciiyi ^- j""Ui±iuuiuuicijLiy 1- 1 Ji-pyi oz.uic-h— 
carboxylic acid [2-(4-hydroxy-phenyl)-ethyl]-amide 


393 


579 


l-(4-Fluoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid (2-chloro-phenyl)-amide 


383 
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580 


1 A—T71nrviv\_rvV» oniric *\ iri'flnnTnm^'t'T'it/l—l XT ti^rt*ory<-\1o A . 

i -^*+-r luoro-piicnyi j-3-iiiiiuuiuiiieiiiyi- 1 n-pyi dzuic *+ 
carboxylic acid o-tolylamide 


363 


581 


i -^*t-r luoro-pnciiyi ^- j~iniiuoiuiiicu[iyi- 1 xi-pyrazoic-**- 
carboxylic acid m-tolylaniide 


363 


582 


i -^*f-r luoro-pnenyi J o - in ii uoronie iny 1- 1 xi-pyrazoie-*T- 
carboxylic acid (2-methoxy-phenyl)-amide 


379 


583 


i -(4-r luoro-pnenyi j-j-tniiuoronieiiiyi-in-pyrazoie-4- 
carboxylic acid (3-fluoro-phenyl)-amide 


367 


584 


1 -(4-Fluoro-phenyl)-5-trifluoromethyl- 1 H-pyrazole-4- 
carboxylic acid (2,4-difluoro-phenyl)-amide 


385 


585 


1 -(4-Uiiloro-pnenylj-D-tniluorometQyl- 1 xi-pyrazoie-4- 
carboxylic acid (3-trifluoromethoxy-phenyl)-airdde 


449 


586 


l -Jr nenyl-D - tnHuorometnyi- 1 xi-pyrazoie-4-carDoxyiic acia 
(2-trifluoromethyl-phenyl)-amide 


399 


587 


i -^4-i^Jiioro-pnenyi j-D-propyi- lii-pyrazoie-^f-carDoxyiic 
acid (2-trifluoromethyl-phenyl)-amide 


407 


588 


l-Phenyl-5-propyl-lH-pyrazole-4-carboxylic acid (2- 
trifluoromethyl-phenyl)-amide 


373 


589 


1 -Phenyl-5-trifluoroinethyl-lH-pyrazole-4-carboxylic acid 
(2-chloro-pyridin-3-yl)-amide 


366 


590 


1 -(4-Chloro-phenyl)-5-propyl- 1 H-pyrazole-4-carboxylic 
acid (2-chloro-pyridin-3-yl)-amide 


374 


591 


l-Phenyl-5-propyl-lH-pyrazole-4-carboxylic acid (2- 
chloro-pyridin-3-yl)-amide 


340 


592 


1 -r^nenyi-D -tniiuoromeuiyi- 1 xi-pyrazoie-4-carDoxyiic acia 
(4-isopropyl-phenyl)-amide 


373 


593 


i -^-^nioro-piienyi jo -propyl- iii-pyrazoie-4-carDoxyiic 
acid (4-isopropyl-phenyl)-amide 


381 


594 


i x xiciiyi- j pi upyi i jri-pyia^uic-M > -udJUUAyiii^ awiu y-r~ 
isopropyl-phenyl)-amide 


347 


595 


l-Phenyl-5-trifluoromethyl-lH-pyrazole-4-carboxylicacid 
(4-chloro-phenyl)-amide 


365 
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596 


l -^-i^nioro-pnenyi j- d -propyl- iii-pyrazoie-H'-carDOxyuc 
acid (4-chloro-phenyl)-amide 


373 


597 


i-xneuyi-j-propyi-ixi-pyr^oiw-H--caruOAyiic acia \h- 
chloro-phenyl)-amide 


339 


598 


1 -r iienyio - tniiuoromeuiyi- 1 jn-pyrazoie-H-carDOxyiic acia 
(4-ethyl-phenyl)-amide 


359. 


599 


1 -(4-Chloro-phenyl)-5-propyl- lH-pyrazole-4-carboxylic 
acid (4-ethyl-phenyl)-amide 


367 


600 


l-Phenyl-5-propyl-lH-pyrazole-4-carboxylic acid (4- 
ethyl-phenyl)-amide 


333 


601 


1 -Phenyl-5-trifluoromethyl-lH-pyrazole-4-carboxylic acid 
(4-cyano-phenyl)-amide 


356 


602 


1 -(4-Chloro-phenyl)-5 -propyl- 1 H-pyrazole-4-carboxylic 
acid (4-cyano-phenyl)-amide 


364 


603 


1-r^nenyi-D-propyi-in-pyrazoic-H-carDoxyiic acia 
cyano-phenyl)-amide 


330 


604 


1 -Phenyl-5-tri£luoroiiiethyl-lH-pyrazole-4-carboxylic acid 
(2-trifluoromethoxy-phenyl)-amide 


415 


605 


1 -(4-Chloro-phenyl)-5-propyl- lH-pyrazole-4-carboxylic 
acid (2-trifluoromethoxy-phenyl)-amide 


423 


606 


l-Phenyl-5-propyl-lH-pyrazole-4-carboxylic acid (2- 
trifluoromethoxy-phenyl)-amide 


389 


607 


l-Phenyl-5-trifluoromethyl-lH-pyrazole-4-carboxylic acid 
(4-morpholin-4-yl-phenyl)-amide 


416 


608 


1 -(4-Chloro-phenyl)-5-propyl- 1 H-pyrazole-4-carboxylic 
acid (4-morpholin-4-yl-phenyl)-amide 


424 


609 


l-Phenyl-5 -propyl- lH-pyrazole-4-carboxylic acid (4- 
morpholin-4-yl-phenyl)-amide 


390 


610 


i-jrnenyi-j-iniiuoiuincuiyi-ixi-pyrazoic-H-carD aciu 
(2-fluoro-phenyl)- amide 


349 


611 


l-(4-Chloro-phenyl)-5-propyl-lH-pyrazole-4-carboxylic 
acid (2-fluoro-phenyl)-amide 


357 
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612 


1 PVipnvl ^ nrnnvl-1 W-r*vrn«7n1p-4-rarhoxvlic acid 
fluoro-phenyl)-amide 


323 


613 


p1iatii/1 ^ +rifliinrATn<atViv1-lTT-r»vrfl7n1e-4-carhoxvlic acid 
(4-trifluoromethyl-phenyl)-amide 


399 


614 


i-l L/QlOrO-pilcnyi ^-J-prupyi**lXX"PjriaZ»Ult?-*t loiuua^iiv/ 

acid (4-trifluoromethyl-phenyl)-amide 


407 


615 


1 -r^nenyi- j -prop y i- l ri -p yrazu 1 e-'t-c ar d u x y awu yt^ 
trifluoromethyl-phenyl)-amide 


373 


616 


. -Pnenyl-5 -tntluoromctnyi- i rl-pyrazoie-4-car ooxyuc acia 
(3-trifluoromethyl-phenyl)-amide 


399 


617 


1 -Jr nenyi- j -propyl- iJri-pyrazoie-*r-carDoxyno dviu 
trifluoromethyl-phenyl)-amide 


373 


618 


.-Jriicnyi-3-iriiiuoroiii6uiyi-"i jri-pyrdzuic-n-^<uuuAyiiA/ oviu 
(2-piperidin-l-yl-phenyl)-amide 


414 


619 


X -( ^-^jDLioro-pneiiyi jo-propyi 1 n-pyi <t£u ic-*t-v<ii uuAjrii^ 
acid (2-piperidin- 1 -yl-phenyl)-amide 


422 


; 620 


l-rnenyi-3-propyi-iri-pyrdxoic-^-^diuuAyuu a^iu ^ 
piperidin- 1 -yl-phenyl)-amide 


388 


621 


1 -Phenyl- j -tniluoromeuiyi- i Jn-pyrazoie-^-carooxy uc dt-iu 
o-tolylamide 


345 


622 


1 -(4-Cnloro-pnenyl)o-propyi- 1 ji-pyrazoie-^-carooxyiic 
acid o-tolylamide 


353 


623 


1 -r nenyi- 5 -propyl- in-pyrazoie-4-caxDoxyiic acia o- 
tolylamide 


319 


624 


1 nenyi- j -in tiuoroni e tny 1- 1 xi-pyrazoie-f -carou xy no auiu. 
quinolin-8-ylamide 


382 


625 


l -( tf-i^nioro-pnenyi j o -prop y 1 - 1 n -p y idzu 1 u- ^- o<±i u u Ay 11 u 
acid quinolin-8-ylamide 


390 


626 


1 -Phen vl - ^ -nrotwl- 1 H-Dvrazole-4~carboxylic acid 
quinolin-8 -ylaraide 


356 


627 


l-Phenyl-5-trifluoromethyl-lH-pyrazole-4-carboxylic acid 
(4-ethoxy-phenyl)-amide 


375 
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628 


1 -(4-Cnloro-piienyij- j -propyl- 1 xi-pyrazoie-H-caruu Ayiio 
acid (4-ethoxy-phenyl)-amide 


383 


629 


l-Pnenyl-5-propyl-lrl-pyrazoie-4-carDoxyiic acia ^h- 
ethoxy-phenyl)-amide 


349 


630 


-Phenyl-5-tnfluoromethyl-lil-pyrazoie-4-carDoxyiic acia 
[2-(4-bromo-phenyl)-ethyl]-amide 


437 


631 


1 -(4-Chloro-pnenyl)-5-propyl- lH-pyrazole-4-carooxyuc 
acid [2-(4-bromo-phenyl)-ethyl]-aioide 


445 


632 


l-Phenyl-5-propyl-lH-pyrazole-4-carboxylic acid Lz-(4- 
bromo-phenyl)-ethyl]-amide 


411 


633 


. -Phenyl-5-tnfluoromethyl-lH-pyrazole-4-carboxync acia 
[2K3,4-dimethyl-phenyl)-ethyl]-amide 


387 


634 


1 -(4-Chloro-pnenyl)-5 -propyl- 1 ri-pyrazoie-H-car ooxync 
acid [2-(3,4-dime1iiyl-phenyl)-e1liyl]-aiiiide 


395 


635 


.-Phenyl-5-propyl-lH-pyrazole-4-carDOxyiic acia [z-^,^h 
dimethyl-phenyl)-ethyl]-amide 


361 


636 


l-Phenyl-5-propyl-lH-pyrazole-4-carooxyiic acia |z-(^- 
chloro-phenyl)-ethyl] -amide 


367 


637 


l-Phenyl-5-trifluoromethyl-lH-pyrazole-4-carboxylic acid 
[2-(2-methoxy-phenyl)-ethyl]-amide 


389 


638 


1 -(4-Chloro-phenyl)-5-propyl-l H-pyrazole-4-car boxync 
acid [2-(2-methoxy-phenyl)-e1hyl]-amide 


397 


639 


l-Phenyl-5-propyl-lH-pyrazole-4-carDOxylic acia 
methoxy-pbenyl)-ethyl]-amide 


363 


640 


l-Phenyl-5-propyl-lH-pyrazole-4-carboxylic acid [2-(3- 
fluoro-phenyl)-ethyl]-amide 


351 


641 


l-Phenyl-5-propyHH-pyrazole-4-carboxylic acia Lz-(^3,4- 
dichloro-phenyl)-ethyl]-ainide 


401 


642 


1 T>V» <*<n \A < *vr r\mA - 1 TT-n 7n1 arh n y vl l c. ar,i d T^-f 4> 
[ »f^JQ6nyl**D~urop VI —XXx — jr A ciz»\JAC-*T-i>/ai u\JAjr a^iu 

chloro-phenyl)-ethyl]-amide 


367 


643 


l-(4-Chloro-phenyl)-5-propyl-lH-pyrazole-4-carboxylic 
acid [2-(2,6-dichloro-phenyl)-ethyl]-amide 


435 
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644 


.-jt^6nyi-j-propyi-irx-pyi<izuie^ auiu \z* 
dichloro-:phenyl)-ethyl]-amide 


401 


645 


P Vi &n\A _ ^ fri flu nmm pfVi\/1 - 1 TT-r> vra i n 1 p_ A_r a rhrorvl i C. a CA d 

[2-(3-methoxy-phenyl)-ethyl]-amide 


389 


646 


i-^-v^nioro-pnenyi ^- j-propyi- iri-pyraz.oic-*t-i/aiuuAyii^ 
acid [2-(3-methoxy-phenyl)-ethyl]-amide 


397 


647 


1 -r Jienyl- j -propyl- 1 ri-pyrazoie-4-carDOxyiic acia y<l-\? 
methoxy-phenyl)-ethyl]-amide 


363 


648 


-rucnyl-^-trilluorornetiiyi- 1 xi-pyrazoie-4-carDoxyiic acia 
(2-o-tolyl-ethyl)-amide 


373 


649 


1 -(4-Cnloro-pneiiyi/O-propyi- 1 xi-pyrazoie-^f-carDoxyiic 
acid (2-o-tolyl-ethyl)-amide 


381 


650 


1 -i^nenyi- j -propyl- ixi-pyrazoie-^-caxDoxyiic acia jz-u- 
tolyi-ethyl)-amide 


347 


651 


1 -r nenyi- j-iniiuoromc inyi- 1 xi-pyrazoie-*f-cdruoAyii^ duiu 
(2-phenoxy-ethyl)-amide 


375 


652 


1 -(4-LJiioro-pneiiyi jo-propyi- 1 ix-pyrazoie-^-carDOAyxiv 
acid (2-phenoxy-ethyl)-amide 


383 


653 


l -Jriienyi- j -uixiuoroineiiiyi- iri-pyrazoie-H-cdrDoxyiiu a^iu 
(4-phenyl-butyl)-amide 


387 


654 


1 -(4-Cnloro-pnenyij-j -propyl- 1 rt-pyrazoie-4-carooxyiic 
acid (4-phenyl-butyl)-amide 


395 


655 


l-Phenyl-5-propyl-lH-pyrazole-4-carboxylic acid (4- 
phenyl-butyl)-amide 


361 


656 


1 -rnenyl-5 -tntluorometnyi- 1 xi-pyrazoie-4-car ooxyiic acia 
(1 ,2,3 ,4-tetrahydro-naphthalen- 1 -yl)-amide 


385 


657 


1 -(4-Lnloro-piieiiyi jo -propyl- iri-pyrazoie-^f-carooxy no 
acid ( 1 ,2,3 ,4-tetrahydro-naphthalen- 1 -yl)-amide 


393 


658 


1 -PVtpnvl-S-nroTwl-1 T-T-r>vra7n1p-4-carhoxvlic acid 

(1 ,2,3,4-tetrahydro-naphthalen-l-yl)-amide 


359 


659 


1 -Phenyl-5-trifluoromethyl- lH-pyrazole-4-carboxylic acid 
[2-(2 > 4-dimethyl-phenyl)-ethyl]-amide 


387 
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660 


i (A C*\\\r-<rr\ Whprw1^-^-Tvmr>v1-.1 T-T-nvra7ole-4— carhoxvlic 

acid [2-(2 3 4-dimethyl-phenyl)-ethyl]-amide 


395 


661 


am t f1 K *wf\n\A 1 TT-ni/roTnlp-il-rjirVinYvlir arid \*~) -{*"). 4- 

dimethyl-phenyl)-ethyl]-amide 


361 


662 


-Jr iicnyi- D - uixiuoronicinyi" i xi p yi oz-uic-t-L/oi u u a y a^iu 
indan-l-ylamide 


371 


663 


1 -(4-Cnloro-pnenyl j- j -propyl- 1 xi-pyrazoie-*f -cdrou Ayiic 
acid indan-l-ylamide 


379 


664 


1 -(4-Cliloro-pJieiiyl j- j -muuororaeinyi- i xi-pyrazoie-H- 
carboxylic acid [2-(4-bromo-phenyl)-ethyl]-amide 


471 


665 


1 -(4- Lnloro-pHenyl j- j - tn iiuoromeiriy 1- in-pyrozoie-**- 
carboxylic acid [2-(3-methoxy-phenyl)-ethyl]-amide 


423 


666 


1 - (4-\^iuoro-piieiiyi )-j - rriii uorome uiyi- 1 n-pyi ozu 1 c *+ 
carboxylic acid (2-o-tolyl-emyl)-ainide 


407 


667 


1 -^4-UDi0r0-pilCIiyi J-D -iniiuoromouiy i- i xx-py 1 ozajig-**- 
carboxylic acid (4-phenyl-butyl)-amide 


421 


668 


1 (A (~~*\\ 1 -rvVko^x/IA ^ ftn-flnrvrrkmptTiT/1-1 T-T-nvr51'7flltf*-4— 

1 - (4-cnioro -pnenyi )~o - itih uoroine my i- 1 n-p y i <u.uic *t 
carboxylic acid [2-(2,4-dimethyl-phenyl)-ethyl]-amide 


421 


669 


1 -(4-^nioro-pnenyi^o-Txiiiuorom 1 xi-py i az,uic- t t- 
carboxylic acid [2-(3,4-dimethyl-phenyl)-emyl]-ainide 


421 


670 


l-(4-CMoro-phenyl)-5-lxi£luoromethyl-lH-pyrazole-4- 
carboxylic acid [2-(z-metnoxy-pnenyij-emyij-airiiae 


423 


671 


l-(4-CUoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid. ^i^p,^-ieiranyciro-napnuiaieii-i-yi^- 
amide 


419 


672 


1 -{4-i^lUoro-pnciiyi z> - uiiiuorome my i- 1 xi.-pyiaz.vjic *t 
carboxylic acid (2,4,6-triethyl-phenyl)-amide 


449 


673 


1 -(4-unloro-pnenyi -xniiuoroineinyi- 1 n-p yrd/.u ic-t 
carboxylic acid (2-ethyl-6-methyl-phenyl)-amide 


407 


674 


l_(4_Chloro-phenyl)-5-trifluorometliyl-lH-pyrazole-4- 
carboxylic acid (2,4,6-trimethyl-phenyl)-amide 


407 


675 


l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid (2,6-diethyl-phenyl)-amide 


421 
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676 


1 (A C*\\\r\*r\ Wlion-i/ft.^ +r-i "fin /YTYVm ptVlvl -1 T-T-.TYVT*JI 7ft 1e-4— 

1 -^4-L/Jiioro-piienyi y-J-iriiiuoruiiic uiyi- 1 n-y yi <*xx>i& t 
carboxylic acid (2,5-bis-trifluoromethyl-phenyl)-amide 


501 


677 


1 -^4-V^DJOro-piieiiyi J - 3 -in iiuuruirie my x- lxi-pyia^uiv **- 
carboxylic acid (2,6-diisopropyl-phenyl)-amide 


449 


678 


1 -(4-Cnloro-pnenyi j-D-mnuoromeinyi- 1 xi-pyrdzoic- t t- 
carboxylic acid (2-isopropyl-6-methyl-phenyl)-amide 


421 


679 


1 -(4-Cnloro-phenyl)-5-tniluorometnyi- 1 ri-pyrazoie-*t- 
carboxylic acid (2,4,6-triethyl-3-nitro-phenyl)-amide 


494 


680 


1 -(4-Chloro-pnenyl)-5 -talluorometnyl- 1 rl-pyrazoie-4- 
carboxylic acid (S^difluoro-phenylJ-amide 


401 


681 


1 -(4-Cnloro-pnenyl)-5 -txmuorometnyi- 1 ri-pyrazoie-**- 
carboxylic acid (2,5-di-tert-butyl-phenyl)-amide 


477 


682 


1 -(4-Cnloro-pnenylj- j-uiuuoronieinyi- 1 xi-pyrazoie-^- 
carboxylic acid (3-chloro-2,6-diethyl-phenyl)-amide 


455 


683 


l-(4-Lnloro-pnenylj-3-iniiuoroineLnyi- 1 ri-pyrazoic-H- 
carboxylic acid (4-cyclohexyl-phenyl)-amide 


447 


684 


1 -(4-UMoro-pnenyi)- D-TnuuoroiiicTJayi- 1 xx-pyrazoie-H- 
carboxylic acid (2,5-dibromo-phenyl)-amide 


521 


685 


1 -(4-Cnloro-pnenylJ- j-tniiuoromeuiyi- 1 n-pyrazoie-*f- 
carboxylic acid (2-isopropyl-phenyl>amide 


407 


686 


5-Methyl-l-phenyl-lH-pyrazole-4-carboxylic acid 4- 
chloro-benzylamide 


325 


687 


5-MethyH -phenyl- lH-pyrazole-4-carboxylic acid 2- 
chloro-benzylamide 


325 


688 


5-Metnyl- 1 -pnenyi- 1 ri-pyrazoie-4-carDoxyiic acia z- 
fluoro-benzylamide 


309 


689 


5 -Methyl- 1 -pnenyl- lH-pyrazoie-4-carooxyjLic acia 4- 
fluoro-benzylamide 


309 


690 


5-Methyl-l-phenyl-lH-pyrazole-4-carboxylic acid (2- 
chloro-phenyl)-amide 


311 


691 


5-Methyl-l-phenyl-lH-pyrazole-4-carboxylic acid (3- 
chloro-phenyl)-amide 


311 
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692 


j-JVletiiyl- 1 -pnenyi- 1 JnL-pyrazoie-*+-carDoxync acia 
chloro-phenyl)-amide 


311 


693 


1 -(4-JVLetnoxy-pnenyi )-j -metnyi- i xi-pyrazoie-4- 
carboxylic acid benzylamide 


321 


694 


1 -(4-Metnoxy-pnenyl)-j -metnyi- 1 Jbi-pyrazoie-4- 
carboxylic acid phenethyl-amide 


335 


695 


l-(4-Methoxy-pnenyl)-5-metnyl-lH-pyrazole-4- 
carboxylic acid (benzo[l 5 3]dioxol-5-ylmethyl)-amide 


365 


696 


M /A ~K JT i1 1 Jl\ F ^jA 1 ITT 1 il 

1 -(4-Methoxy-phenyl)-5-methyl- 1 H-pyrazole-4- 
carboxylic acid 4-chloro-benzylamide 


355 


697 


l-(4-Methoxy-pnenyl)-5-metnyl-l^ 

1 carboxylic acid 2-chloro-benzylamide 


355 


698 


l-(4-Methoxy-phenyl)-5-methyl-lH-pyrazole-4- 
carboxylic acid 2-fluoro-benzylamide 


339 


699 


1 -(4-Metnoxy-pnenylj-!) -metnyi- 1 n-pyrazo ie-4- 
carboxylic acid 4-fluoro-benzylamide 


339 


700 


*fl *I jf ±\_ . ____ _1\ £" _ ll» .1 1 TT .- 1 _ yl 

l-(4-Metnoxy-pnenyl)-5-metnyl-lH-pyrazole-4- 
carboxylic acid (2-chloro-phenyl)-amide 


341 


701 


"1 / A ~K Jf J.1 1 _ _ _1\ _x1 1 1 TT . . - — - 1 - /t 

1 -(4-Methoxy-phenyl)-5-methyl- 1 H-pyrazole-4- 
carboxylic acid (3-chloro-phenyl)-amide 


341 i 


702 


l-(4-Methoxy-phenyl)-5-methyl-lH-pyrazole-4- 
carboxylic acid (4-chloro-phenyl)-amide 


341 


703 


5-Methyl-l-phenyl-lH-pyrazole-4-carboxyhc acid 
phenylamide 


277 ' 


704 


5-Methyl- 1 -phenyl- 1 H-pyrazole-4-carboxylic acid 
(pyridin-3-ylmethyl)-amide 


292 


705 


l -(4-Metnoxy-pnenyl)-5-metnyl- lH-pyrazole-4- 
carboxylic acid phenylamide 


307 


706 


l -^4-ivieuioxy-pnenyi jo -me inyi- 1 xi-pyrazoie-^H 
carboxylic acid (pyridin-3-ylmethyl)-amide 


322 


707 


l-(4-Fluoro-phenyl)-5-methyl-lH-pyrazole-4-carboxylic 
acid benzylamide 


309 
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708 


l-Benzyl-lH-pyrazole-4-carboxylic acid benzylamide 


291 


709 


i -(4-r moro-pnenyi J- j -metnyi- 1 ri-pyrazoie-4-carooxync 
acid [2-(2-fluoro-phenyl)-ethyl]-anride 


341 


710 


1 -benzyl- 1 rl-pyrazole-4-carooxyuc acia LZ-^z-iiuoro- 
pnenyi j-etnyij -anuae 


323 


711 


1 -Benzyl- lH-pyrazole-4-carboxylic acid [2-(2-fluoro- 
phenyl)-ethyl]-amide 


323 


712 


1 -Benzyl- lH-pyrazole-4-carboxylic acid phenethyl-amide 


ins. 


713 


l-Benzyl-lH-pyrazole-4-carboxylic acid phenethyl-amide 


341 


714 


l-Benzyl-lH-pyrazole-4-carboxylic acid [2-(3-fluoro- 
phenyl)-ethyl]-amide 


323 


715 


l-(4-Fluoro-phenyl)-5-methyl-lH-pyrazole-4-carboxylic 
acid (benzo[l,3]dioxol-5-ylmethyl)-amide 


353 


716 


l-Benzyl-lH-pyrazole-4-carboxylic acid 
(benzo[l,3]dioxol-5-ylmethyl)-amide 


335 


717 


l-(4-Fluoro-phenyl)-5-methyl-lH-pyrazole-4-carboxylic 
acid [2-(4-fluoro-phenyl)-ethyl]-amide 


341 


718 


1 -Benzyl- lH-pyrazole-4-carboxylic acid [2-(4-fluoro- 
phenyl)-ethyl]-amide 


323 


719 


l-(4-Fluoro-phenyl)-5-methyl-lH-pyrazole-4-carboxylic 
acid 4-chloro-benzylamide 


343 


720 


l-Benzyl-lH-pyrazole-4-carboxylic acid 4-chloro- 
benzylamide 


325 


721 


l-(4-Fluoro-phenyl)-5-methyl-lH-pyrazole-4-carboxylic 
acid [2-(3-chloro-phenyl)-ethyl]-amide 


357 


722 


1 -(4-Fluoro-phenyl)-5 -methyl- lH-pyrazole-4-carboxylic 
acid 2-chloro-benzylamide 


343 


723 


l-Benzyl-lH-pyrazole-4-carboxylic acid 2-chloro- 
benzylamide 


325 


724 


X -^H-r luoro-pnenyi j- j-mctnyi- 1 jn-pyrazoic-H-odXDOxyii^ 
acid [2-(4-chloro-phenyl)-ethyl]-amide 


357 


725 


l -Benzyl- lH-pyrazole-4-caiboxylic acid [2-(4-chloro- 
phenyl)-ethyl]-amide 


339 ! 
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726 


1 -(4-Fluoro-pnenylj- j-metnyl- 1 ri-pyrazoie-4-carDoxync 
acid 2-fluoro-benzylamide 


327 


727 


1 -Benzyl- lH-pyrazole-4-carboxyiic acict z-iiuoro- 
benzylamide 


309 


728 


l-(4-Fluoro-phenyl)-5-methyl-lH-pyrazole-4-carboxylic 
acid [2-(2-methoxy-phenyl)-ethyl]-amide 


353 


729 


1 -Benzyl- lH-pyrazole-4-carboxyhc acid [2-(2-methoxy- 
phenyl)-ethyl]-amide 


335 


730 


l-(4-Fluoro-phenyl)-5-methyl-lH-pyrazole-4-carboxylic 
acid 4-fluoro-benzylamide 


327 


731 


l-Benzyl-lH-pyrazole-4-carboxylic acid 4-fluoro- 
benzylamide 


309 


732 


l-(4-Fluoro-pnenyl)-5-methyl-lH-pyrazole-4-carboxylic 
acid [2-(3-methoxy-phenyl)-ethyl]-amide 


353 


733 


1 -Benzyl- lH T pyrazole-4-carboxylic acid [2-(3-methoxy- 
phenyl)-ethyl]-amide 


335 


734 


1 -(4-Fluoro-phenyl)-5 -methyl- 1 H-pyrazole-4-carboxylic 
acid (pyridin-3-ylmethyl)-amide 


310 


735 


1 -Benzyl- 1 H-pyrazole-4-carboxyhc acid (pyndm-3- 
ylmethyl)-amide 


292 


736 


1 -(4-Fluoro-phenyl)-5-methyl- lH-pyrazole-4-carboxylic 
acid [2-(3-trifluoromethyl-phenyl)-ethyl]-amide 


391 


737 


l-Benzyl-lH-pyrazole-4-carboxyhc acid [2-(3- 
trifluoromethyl-phenyl)-ethyl]-amide 


373 


738 


N-[l-(4-Chloro-phenyl)-5-tnfluoromethyl-lH-pyrazol-4- 
yl]-3-methoxy-benzamide 


395 


739 


N-[l-(4-Cmoro-pnenyl)-5-tnfluorometnyl-lll-pyrazol-4- 
yl]-3-methanesulfonyl-benzamide 


443 


740 


j-JVLetnyi- 1 -pnenyi- 1 n-pyrazoie-^-carooxyiic aciu ^j- 
methanesulfonyl-phenyl)-amide 


355 


741 


l-(4-Methoxy-phenyl)-5-methyl-lH-pyrazole-4- 
carboxylic acid (3-methanesulfonyl-phenyl)-amide 


385 
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742 


l-(4-Fluoro-phenyl)-5-methyl-lH-pyrazole-4-carboxylic 
acia ^-nicinancsuuonyi-pnenyi ^-diiuuc 


373 


743 


l-(4-CUoro-phenyl)-5-1rifluoromethyl--lH-pyrazole-4- 
carooxylic acid ^D,o-aiiBeiQyi- 1 ii-Deiizoiim 

amide 




744 


l -(4-Cmoro-pnenylj-j-niiluorometnyi- 1 n-pyrazoie-4- 
carboxylic acid ( 1 -methyl- 1 H-benzoimidazol-2-yl)-amide 


419 


745 


l-(4-Chloro-phenyl)-5-tafluoro^ 

carboxylic acid (lH-benzoimidazol-2-yl)-methyl-amide 


419 


746 


m ■» jr jl 1 -f 1 1 "ITT _ 1 _ >4 AfMil^AVTrK/t n/ilfl I /i 4- /*\-f4- 

5-Methyl-l -phenyl- lH-pyrazole-4-carDoxyiic acia 
butyl-phenyl)-amide 


333 


747 


5-Methyl-l -phenyl- lH-pyrazole-4-carooxylic acia [/- 
(2,4-dichloro-phenyl)-ethyl]-amide 


373 


748 


5-JMetnyl- 1 -phenyl- 1 n-pyrazoie-4-carDoxyiic acia \h- 
phenyl-butyl)-amide 


333 


749 


5-Metnyl-l-pnenyl-lrl-pyrazoie-4-carDOxync acia [z- 
(2 > 4-dimethyl-phenyl)-ethyl]-amide 


333 


750 


5-Metnyl-l -phenyl- lrl-pyrazoie-4-carDoxy lie acia \l \l- 
chloro-phenyl)-ethyl]-amide 


339 


751 


5-Methyl-l -phenyl-lH-pyrazole-4-carboxylic acid (4- 
isopropyl-phenyl)-amide 


319 


752 


5-Methyl-l-phenyl-lH-pyrazole-4-carboxylic acid (2-o- 
tolyl-ethyl)-amide 


319 


753 


5 -Methyl- 1 -phenyl- 1 H-pyrazole-4-carboxylic acid [2-(4- 
chloro-phenyl)-ethyl]-amide 


339 


754 


1 -(4-Metnoxy-pnenylj- 5-metnyl- 1 n-pyrazoie-4- 
carboxylic acid [2-(2,4-dichloro-phenyl)-ethyl]-amide 


403 


755 


1 - (4-Metnoxy-pnenyl)-!) -metnyl- 1 xi-pyrazoie-4- 
carboxylic acid (4-phenyl-butyl)-amide 


363 


756 


1 -f4-A/fpthnYV-nheTiv1V^-iiiethv1-l TT-nvra7ole-4- 
carboxyhc acid [2-(2,4-dimethyl-phenyl)-ethyl]-amide 


363 


757 


l-(4-Methoxy-phenyl)-5-methyl-lH-pyrazole-4- 
carboxylic acid [2-(2-chloro-phenyl)-ethyl]-amide 


369 
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758 


1 ( A TVyf ofVi c\ w-nVi pn vl ^- S -m pfh v1 - 1 W-n vrn 7 n1 p-4- 
X - i h lvicinuAy piioiiyi j iiicmjr i i lx yyi ozajiw *t- 

carboxylic acid (4-isopropyl-phenyl)-amide 


349 


759 


l -^*T-ivxcuiu Ay-pixciiy i ^- j-ixicmy i- 1 ii y yi oZ/Ui^ 

carboxylic acid (2-o-tolyl-ethyl)-amide 


349 


760 


x -^-ivieuioxy-puenyi j-memyi- in-pyr dzuie-H— 
carboxylic acid [2-(4-chloro-phenyl)-ethyl]-amide 


369 


761 


j -Metnyi- 1 -pnenyi- 1 ri-pyrazoie-4-carooxync acia jz- 
pyrrol- 1 -yl-phenyl)-amide 


342 


762 


j-Metnyi-i -pnenyi- 1 xi-pyrazoic-4-carDoxyiic acia ^z- 
trifluoromethoxy-phenyl)-arnide 


361 


763 


j -Metnyi- 1 -pnenyi- 1 xi-pyrazoie-4-caru oxy nc acia 
quinolin-8-ylamide 


328 


764 


i - ^-ivieinoxy-pnenyi ^o-meinyi- 1 n-pyrazuie-*T- 
carboxylic acid (4-tert-butyl-phenyl)-amide 


363 


765 


l -^*r-ivieinoxy-pncnyi j-memyi- 1 xi-pyr dzuic-n- 
carboxylic acid (2-pyrrol-l-yl-phenyl)-amide 


372 


766 


I -^^r-ivieinoxy-pnenyi j-racmyi- ixi-pyrazoie-*r- 
carboxylic acid (2-trifluoromethoxy-phenyl)-amide 


391 


767 


1 -^4-JVieuioxy-pnenyi jo-meuiyi- 1 xi-pyrazoie-^r- 
carooxyiic acia (juinoiin-o-yiainiae 


358 


768 


in - ip - {/f-L,nioro-pnenyi j-z-ine inyi-zji-pyrazoi- j -y i j - 
oenzaruiae 


311 


769 


N-(2-Me1hyl-5-thiophen-2-yl-2H-pyrazol-3-yl)-benzamide 


283 


1 IK) 


iN-^y -v^yciopropyi-z-incuiyi-zji-pyrdzoi- j -yi jr d enzdiiuuc 




771 


N-(2-Methyl-5-phenyl-2H-pyrazol-3-yl)-benzamide 


277 


772 


jn-[ i -^H-v^iiioro -pnenyi ^-3-triiiuoroniexnyi- 1 ri-pyrazoi- 4 T- 
yl]-benzamide 


365 


773 


in - [D-^H-L/moro-pnenyi j-z-meuiyi-zri-pyrazoi- j -yij-^ 
fluoro-benzamide 


329 


774 


"M- ( S -C* vrl nrrrnn vl -9 -m pthvl -9TT-r» vra 7n1 vl Y-^«-f1i 1 nrn- 
1N - \jj - y y i-z^-mc my i z>xi-py i etc ui j y i ^ J 11 UvJi u 

benzamide 


259 


775 


N-[l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazol-4- 
yl]-3-fluoro-benzamide 


383 
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776 


methoxy-benzamide 


341 


111 


Z-JVietnoxy-JN -{z-rnetiiyi- d -Tjnuopnen-z-yi-zxi-pyi az,ui j 
yl)-benzamide 


313 


778 


\l-(5-LycIopropyl-Z-metnyi-z^ 

benzamide 


271 


779 


2-Metnoxy-N-(2-metnyl-5-pnenyl-zii-pyrazo 
benzamide 


307 


780 


N-[ 1 -(4-Cmoro-pnenyl)-5-tniluorometnyi- 1 Jti-pyrazoi-^f- 
yl]-2-me(hoxy-benzamide 


395 


781 


N-[5-(4-Cnloro-phenyl)-2- m ^ 

methanesialfonyl-benzamide 


389 


782 


N-(5-Cyclopropyl-2-meuiyi-zJl-pyrazoi-o-yij-3- 
metJianesulfonyl-benzamide 


319 


783 


3 -Metnanesulionyl-iN -(z-metnyi- j -pnenyi-zn-pyrazoi- j - 
yl)-benzamide 


355 


784 


1 - [ 1 -(4-(Jtiloro-pnenyl)-j -tntluorometnyi- 1 ri-pyrazo i-^h 
yl]-3-(3-methanesulfonyl-phenyl)-urea 


458 


785 


[l-(4-(^loro-phmyl)-5-trifluorometiyl-lH-pyrazo^ 
carbamic acid 2-methoxy-phenyl ester 


411 


786 


l-(4-Chloro-phenyl)-5-tjifluoromethyl-lH-pyrazole-4- 
carboxylic acid (l-methyl-5-trifluoromethyHH- 
benzoimidazol-2-yl)-aniide 


487 


787 


l-(4-CWoro-phenyl)-5-tjifluorometiiyl«lH-pyrazole-4- 
carboxylic acid (5-fluoro4-methyl-lH-bexjizoij}aidazol-2- 
yl)-amide 


437 


788 


l-(4-Chloro-phenyl)-5-tri£luoromethyl-lH-pyrazole--4- 
carboxylic acid (l,6-dimethyl-lH-benzoimidazol-2-yl)- 


433 


789 


l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid (5,6-dichloro-l-methyl-lH- 
benzoimidazol-2-yl)-amide 


487 



89 
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792 


l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid [2-(2,4-dichloro-phenyl)-ethyl]-methyl- 

amide 


475 


793 


l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid (l-etnyl-pyrronam-z-yimetnyi;-metnyi- 

amide 


414 


794 


l-(4-CUoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid [2~(4-iluoro-pnenyl)-etnylJ-meuiyl-amiae 


425 


795 


l-(4-CUoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid [2-(2,o-diciuoro-pnenyl)-emylj-memyi- 

amide 


4/D 


796 


1 -(4-Chloro-phenyl)-5-trifluoromethyl- 1 H-pyrazole-4- 
carboxylic acid [2-(2-chloro-phenyl)-ethyl]-methyl-amide 


441 


797 


1 -(4-dxloro-pnenyl )- j-tniiuoromeinyi- 1 xi-pyrazoie-4- 
carboxylic acid [2-(2-fluoro-phenyl)-ethyl] -methyl-amide 


425 


798 


1-^4-UmOto-pnenyij- j-tnuuoromeinyi- 1 ri-pyrazoie-**- 
carboxylic acid [2-(3-fluoro-phenyl)-ethyl]-methyl-amide 


425 


799 


l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid [2-(3-cnloro-pnenyl)-etnylj-metnyi-amiae 


441 


800 


l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid (5-ethanesulfonyl-2-methoxy-phenyl)- 
methyl-amide 




801 


l-(4-CUoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid [2-(4-chloro-phenyl)-ethyl]-methyl-amide 


441 


j 802 


l-(4-CUoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid (2-fluoro-5-methanesulfonyl-phenyl)- 
methyl- amide 


475 


803 


1 -(4-Chloro-phenyl)-5-trifluoromethyl- 1 H-pyrazole-4- 
carboxylic acid methyl-(3-trifluoromethoxy-phenyl)- 

dj 111 LLC 


463 


804 


l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid [2-(4-methoxy-phenyl)-ethyl]-methyl- 

amide 


437 



90 
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805 


1 -(4-unloro-pnenyi jo-tniiuoromeuiyi- ixi-pyrazoie-^- 
carboxylic acid ben2yl-(l-phenyl-ethyl)-amide 


483 


806 


l -(4-unioro-pnenyi jo-uinuoroineuiyi- 1 jti-pyrazuie-H~ 
carboxylic acid methyl-phenethyl-amide 


407 


807 


1 -(4-Lnloro-pnenyl)-j-tniiuoroniCLnyi- 1 n-pyrazoie-^- 
carboxylic acid bis-pyri din-3 -ylmethyl- amide 


471 


808 


1 -(4-Chloro-pnenyl)-5 -tnlluorometnyl- 1 H-pyrazoie-4- 
carboxylic acid bis-pyridin-2-ylmethyl-amide 


471 


809 


l-(4-Qiloro-pnenyl)-5-tnfluorometnyl-l 
carboxylic acid (2-cyano-etiiyl)-pyridin-3-ylmethyl-amide 


433 


810 


T1 /vl 1 "I IN C. -i----.fi - -1 ITT MiwnnAl /I ■» rlH 

[ 1 -(4-Cmoro-pnenyl)-5-tniluorometnyl- 1 Jd-pyrazol-4-yij - 
(4-pyridin-2-yl-piperazin- 1 -yl)-methanone 


435 


811 


1 -(4-CWorO"pnenyl;-j"tniluorometnyi- 1 ri-pyrazoie-4- 
carboxylic acid isopropyl-phenethyl-amide 


435 


812 


1 -(4-Lnloro-pnenyL)- 3-muuorometnyi- 1 n-pyrazoie-4- 
carboxylic acid benzyl-(l-phenyl-ethyl)-amide 


483 


813 


1 -(4-Cnloro-piienyl)- j-tniluorometnyi- 1 ii-pyrazoie-4- 
carboxylic acid ethyl-pyridin-4-ylmethyl-amide 


408 


814 


[ 1 -(4-LMoro-pjQenyl)-5-tnnuorometJayl- 1 ri-pyrazoi-4-yij - 
(2, 5-dihydro-pyrrol- 1 -yl)-methanone 


341 


815 


[l-(4-Cmoro-pnenyl)-5-tnfl^^ 

thiazolidin-3-yl-methanone 


361 


816 


l-(4-Chloro-phenyl)-5-tnfluorometnyl-lH-pyrazo 
carboxylic acid ethyl-(5-nitro-pyridin-2-yl)-amide 


439 


817 


1 -(4-Cnloro-pnenylJ-j-tniIuorometnyl- 1 Jti-pyrazoie-4- 
carboxylic acid quinolin-6-ylamide 


416 


818 


1 -(4-Cnloro-pnenylj-5-tnuuorometayl- 1 hL-pyrazoie-4- 
carboxylic acid (4-nitro-benzyl)-propyl-artiide 


466 


819 


r 1 (A-C*\\ 1 nrn -nh pn vl ^ - -tri fl 1 i nrnm pfh v1 - 1 T-T-nvra7n1-4-v1l- 

[3-(4-methoxy-phenyl)-pyrazol-l-yl]-methanone 


446 


820 


[l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazol-4-yl]- 
(4-pyrrolidin- 1 -yl-piperidin- 1 -yl) -methanone 


426 
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821 


l-[ 1-^4-LJiloro-pnenyj ^o-niHuoromeinyi-iri-pyra^ui-*t- 
yl]-3-(3-fluoro-phenyl)-thiourea 


414 


822 


l-[ i-^4-L>nioro-pnenyi j-uiiiuuroincixiyi-ixa-pyrdzui-H"* 
yl]-3-(2,5-difluoro-phenyl)-thiourea 


432 


823 


1 - [ 1 ~(4-Lnloro-pnenyl )- j -tniluorometnyi- 1 xi-pyrazoi-*f- 
yl]-3-(3,4-dichloro-phenyl)-urea 


448 


824 


1 - [ 1 -(4-Lnloro-cyclonexa-Z,4-dienyl j-j-tniiuoronietnyi- 
lH-pyrazoM-yl]-3-(4-triflu^^ 


464 


825 . 


1 - [ 1 -(4-Cnloro-phenyl)-5 -tniluorometnyi- 1 H-pyrazol-4- 
yl]-3-(2,4-dicMoro-phenyl)-thiourea 


464 


826 


1 -(4-CMoro-pnenyl)-5-mtluorometnyl- m-pyrazoi-4-yij- 
carbamic acid 4-methoxy-phenyl ester 


411 


827 


[1 -(4-Cmoro-pnenylj--)-tniluoromeuiyl- iii-pyrazoi-4-yi]- 
carbamic acid phenyl ester 


381 


828 


[ 1 -(4-Lnloro-pnenylj-^-miluorometnyi-iii-pyrazoi-4-yij- 
carbamic acid isobutyl ester 


361 


829 


1 - [ 1 -(4-Lnloro-pnenyl j-o -tniluorometnyi- 1 xi-pyrazoi-4- 
yl]-3-(2,6-diisopropyl-phenyl)-urea 


464 


830 


r "f / A 1 _ „ _ .-1- T\ £? 4 mm T PI -i_ u n ■ t_-i — -4/-1-1 -m ri 1 XT m wArrA 1 A irll 

[1 -(4-CMoro-pnenyl)-3-tntluorometnyl- lri-pyrazoi-4-yij- 
carbamic acid propyl ester 


347 


832 


1 -Pyridin-2-yl-5 -trifluoromethyl- 1 H-pyrazole-4- 
carboxylic acid (3-methanesulfonyl-phenyl)-amide 


410 


833 


5-Trifluoromethyl- 1 -(5-trifluoromethyl-pyridin-2-yl)- 1 H- 
pyrazole-4-carboxylic acid 4-trifluoromethyl-benzylamide 


482 


834 


5-Trifluoromethyl-l-(5-trifluoromethyl-pyridin-2-yl)-lH- 
pyrazole-4-carboxylic acid [2-(2-fluoro-phenyl)-ethyl]- 

amide 


446 


ODJ 


5-Trifluoromethyl-l-(5-trifluoromethyl-pyridin-2-yl)-lH- 
pyrazoic- 1 T--ciarDOAyjuiv/ aciu ^ixi-ucnzoiiiiiiiaiui-x. yi/ 
amide 


440 

TTV 


836 


5-Trifluoromethyl- 1 -(5-trifluoromethyl-pyridin-2-yl)- 1 H- 
pyrazole-4-carboxylic acid pyridin-4-ylamide 


401 



92 



WO 03/037274 



PCT/US02/35172 



837 


5-Trifluorome1hyl-l-(5-trifluoromethyl-pyridin-2-yl)-lH- 
pyrazoie-4-carooxyiic acia ^j-memanesuiionyi-pneiiyi/- 

amide 


*T / O 


838 


1 -(o-Lxiloro-*pynclin-/-yij-j -tniiuorometnyi- lxi-pyrazoie- 
4-carboxylic acid 4-trifluoromethyl-benzylamide 


448 


839 


1 -(6-Cmoro-pynam-2-yl)-5-tniluorometnyi- iri-pyrazoie- 

4-carboxylic acid [2-(2-fluoro-phenyl)-ethyl]-amide 

/ 


412 


840 


l-(6-CMoro-pyndm-2-yl)-5-tan 

4-carbo^ylic acid (lH-benzoimidazol-2-yl)-amide 


406 


841 


1 -(6-QiLoro-pyndin-2-yl)-5 -tniiuorometnyi- 1 ri-pyrazole- 
4-carboxylic acid pyridin-4-ylamide 


367 


842 


1^6-Chloro-pyridin"2"yl>5"trifluoromethyl-lH-pyrazole- 
4-carboxylic acid (3 -methanesulfonyl-phenyl)-amide 


444 


843 


l-(6-Hydroxy-pyridazin-3-yl)-5-trifluoromethyl-lH- 
pyrazole-4-carboxylic acid (3-methanesulfonyl-phenyl)- 

amide 


427 


844 


1 -(6-Hydroxy-pyridazin-3 -yl)-5-trifluoromethyl- 1 H- 
pyrazole-4-carboxylic acid (lH-benzoimidazol-2-yl)- 
amide 


389 


845 


1 -(6-Hydroxy-pyridazin-3 -yl)-5 -trifluoromethyl- 1 H- 
pyrazole-4-carboxylic acid [2-(2-fluoro-pnenyl)-etnylJ- 

amide 


3y5 


846 


1 -(6-Hydroxy-pyndazin-3 -yl)-5-tnnuorometnyl- 1 H- 
pyrazole-4-carboxylic acid 4-trifluoromethyl-benzylamide 


431 


847 


l-(4-Chloro-pnenyl)o-tniluoro^ 
carboxylic acid methyl-(2-pyridin-2-yl-ethyl)- amide 


408 ! 


848 


1 -(4-Cnloro-pnenyl)-:> -tniiuorometnyi- 1 H-pyrazole-4- 
carboxylic acid methyl-pyridin-3-ylmethyl-amide 


394 


849 


1 -( 4-vvmoro-piiciiyi jr j-uiiiuuruiiicuiyi- i n-pyidzoic-**- 
carboxylic acid quinolin-3-ylamide 


416 


850 


l-(4-Chloro-phenyl)-5-trifluorometliyl-lH-pyra2ole-4- 
carboxylic acid benzyl-(3-methanesulfonyl-phenyl)-amide 


533 
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851 


l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 

nnvUnvirlin nr>*A i=k+V»\/1 ^^-rnptVlflTlPQlllfnTlvl-nhf^vlVATTlidC 

C3TD0XyilC 3.C1Q cUiy 1 ^3 -IIlCUlcUlC/o uxluia j i yuxjixyij <uuiu-w 


471 


852 


[[l-(4-CWoro-phenyl)-5-trifluorome%14H-pyrazole-4- 
carbonyl]-(3-methanesulfonyl-phenyl)-amino]-aceticacid 
etnyi esier 


529 


853 ( 


l-(4-CWoro-phenyl)-5-trifluoromethyl4H-pyrazole-4- 
sarboxylic acid cyanomethyl-(3-methanesulfonyl-phenyl)- 

amide 


482 


854 


l^(4-(^loro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid (3-methanesulfonyl-phenyl)-naphthalen-2- 
yjmetnyi-ainiae 


583 


855 


l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid (3-methanesulfonyl-phenyl)-pyridin-3- 
yiniemyi-aniiae 


534 


856 


l-(4-(^oro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid (3-methanesuIfonyl-phenyl)-pyridin-2- 
yjmetnyi-ainicLe 


534 


857 


l<4-CWoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid (4-chloro-benzyl)-(3-methanesulfonyl- 
phenyl)-amide 


567 


858 


l-(4-CWoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid (i-metnanesuiionyi-pnenyi^-pynain-H- 
ylmethyl-amide 




859 


l-(4-CMoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carb oxylic acid allyl- (3 -inetnanesuiionyi-pnenyi ) -amiuc 


483 


860 


l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid (3,5-dimethyl-isoxazol-4-ylmethyl)-(3- 
methanesulfonyl-phenyl)-amide 


552 


861 


l-(4-(^oro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid benzyl-[2-(2 > 6-dichloro-phenyl)-ethyl]- 

amide 


551 



94 



WO 03/037274 



PCT/US02/35172 



862 


l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid [2-(2,6-dichloro-phenyl)-ethyl]- 

n or\Vitli q1 -0 -vim ptll vl mi He 
IlitpXlLLlaiwll _i ~jrJJLU.GLU.jf l "OJUiiuv 


601 


863 


l-(4-CWoro-phenyl)-5-trifluoromethyl- 
carboxylic acid [2-(2,6^ichloro-phenyl)-e%l]-pyridin-3- 
yiinGiJuyi-aiiiluc 


552 


864 


l-(4-CMoro-phenyl)-5-rt^ 
carboxylic acid [2-(2,6-Q^chloro-phenyl>ethyl]-pyridin^ 
yltneinyi-ainiae 


552 


865 


l-(4-(^oro-phenyl)-5-tri£luoromethyl4H^ 
carboxylic acid (4-cWoro-beiizyl)-[2-(2 5 6-dichloro- 
pxicnyi ) -euiyi j -dijuiuc 


585 


866 


1 -(4-Chloro-phenyl)-5 -trifluoromethyl- 1 H-pyrazole-4- 

CarDOXyilC aClQ [Z-\Z,0-CuCJm^ru-piienyij-euiyij pyiiuui **t 

ylmethyl-amide 


552 


867 


1 TD t*r* m »1 "5 T1 /"A r»T^1r»-rr»_r\V»^-n\/^-S-trif1linrn7TlP.t}lv1-1 T~T- 
1 -xJ6IlZyi"3 - l J. - \~t~ CX11UI U ~p 11CI ly x J- J-u.JJLiuvjiuiiiwuiijf i iia 

pyrazol-4-yl]-urea 


394 


868 


1 -1 1 -( 4-L/nioro-pncTiyi )~o -ltiiiuuiukic my i- 1 xi y yi oz.ui *r- 
yl]-3-phenetiiyl-urea 


408 


869 


1 -[ 1 -(4-LJiloro-pnenyi)- j -tniiuoromeiiiyi- 1 jn-pyrazoi--i-- 
yl]-3-[2-(4-fluoro-phenyl)-ethyl]-urea 


426 


870 


Moi^noline-4-caruOxyiic acid [i-^-HCjaioro-pnenyi^j- 
trifluoromethyl- lH-pyrazol-4-yl]-amide 


374 


871 


l-jtsutyi-o-L i-^-HCjLuoro-piiciiyi )- j-uiiiuuiuijucujyi- ix± 
pyrazol-4-yl]-urea 


360 


872 


1 - [ 1 - ^4-^nioro-pnenyi )-+> - tnii uoruiiic my i- 1 n-p y 1 oz,u i -i— 
yl]-3-(2-m-tolyl-ethyl)-urea 


422 


873 


l-[/-(4-iJtuoro-pnenyij-einyi|o-i l-^-cnioro-pucuyi^ j 
trifluoromethyl-lH-pyrazol-4-yl]-urea 


442 


874 


l.[l_(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazol-4- 
yl]-3-(3-phenyl-propyl)-urea 


422 


875 


l-[l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazol-4- 
yl]-3-cyclopentyl-urea 


372 



95 
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876 


1 T^fvnTrvl" 1 71Hinvo1-S-v1mpthv1-^-ri -^/t-rhlnrn-nherivl^-S- 

trifluoromethyMH-pyrazol-4-yl]-urea 


438 


877 


"X n (A r r h1rkrri-T%"hpnv1VS-trifliinrnrnptliv1-1 TT-nvra7o1-4- 
j-j l - if - V^mor o-piiCiAjr i j"j um uv/i uuuviiiy i i x A-p ja <*£*\ji *t 

yl]-l-methyl-l-pyridin-3-ylmethyl-urea 


409 


878 


j-i l -i H"v>nioro-pnciiyi ^-j-ixijuuuiujuucuiyi i xi-py i aziui-t" 
yl] - 1 -methyl- 1 -(2-pyridin-2-yl-ethyl> wea 


423 


879 


1 T> ■ tmm ■ jt I *i O i f 1 C -fill l"VtV»TVI O^Vllfl 1 TJ Wtn-OfTAlO. /I _ 

l -irynfliB-z-yi-3-uiiiuoroincinyi^ 
carboxylic acid 3-trifluoromethyl-benzylamide 


414 


880 


1 -x ynuiri-z-yio - uiii uor oinc iiiy i- 1 xi-pyrazuie-**- 
carboxylic acid [2-(2-fluoro-phenyl)-ethyl]-amide 


378 


881 


1 -l J ynciin-/~yi-D"Uinuoroinein.yi- ixa-pyrazoic-*f- 
carboxylic acid (lH-benzoimidazol-2-yl)-amide 


372 


882 


i -xynoin-z-yi-o -m iiuoronic uiyi i n-p y i a/iu 1 o-*+- 
carboxylic acid pyridin-4-ylamide 


333 


883 


i -i ynQin-z-yi-^-uiiiuuiuiiicuiyi- 1 ja-pyiaz.uic-*t 
carboxylic acid [2-(2,6-dicUoro-phenyl)-ethyl]-amide 


428 


884 


1 -^o-uxuoro-piicnyi ) -j \_ i -^H-uiuuiu-puciiy 11- j 
trifluoromethyl-lH-pyrazol-4-yl]-urea 


414 


885 


1 r 1 //I /""Uilrvrr* tiViomrH ^ fr*i fin rvr/vmpth TT -rivr 51 7nl-4- 

i - |_ i L^iiioro -pjn.Gn.yi jo-iiiiiuurunicuiyi- 1 rx-pyi az>ui-*T- 
yl]-3-(4-trifluoromethyl-phenyl)-urea 


448 


886 


1 - [ 1 -(4 - u Jiioro -p neny i J - D -tniiuoromeinyi- 1 n-pyrazoi-**- 
yl] -3 -isoxazol-3 -yl-urea 


371 


887 


1 -(z-ten-DUtyi-pnenyi j-J -[ I -^4-cruoro-piienyij- j- 
trifluoromethyl- 1 H-pyrazol-4-yl]-urea 


436 


888 


I -[ 1 -^4-unioro-pncnyi jo-Lnxiuoromciiiyi- in-pyrdzui-H- 
yl]-3-phenyl-urea 


380 


889 


1 -[1 -(4-Chloro-phenyl)-5-Mfluoromefhyl-lH-pyrazol-4- 
yij-o-^z-pyiTOi- 1 -yi-pnenyi ^-urea 


445 


rod 


3-(2-Chloro-phenyl)-5-methyl-isoxazole-4-carboxylic acid 
r 1 -( 4-chl oro-nhen vl V5 -trifluoromethvl- 1 H-d vrazol-4- vl 1 - 

amide 


480 


891 


1 ,3-Bis-[ 1 -(4-chloro-phenyl)-5-trifluoromelliyl-lH- 
pyrazol-4-yl]-urea 


548 



96 
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892 


A A n/sfiil n AX\A\**TCxr\*xr\(*J\ -rsvrhriYvIlP, aflifl \\ -f4-CfalorO- 

phenyl)-5-trifluorome^ 


429 


893 


1 A1K/1 ^ n (A-r\\ 1 r^rn -r»Vi pn vH- S -tri fl 1 1 orom eth vl- 1 H- 
pyrazol-4-yl]-urea 


344 


894 


1 -(z-Anmio-Den2yij-j-[ i -^-Hcmoru-piioiiyij j 
trifluoromethyl- lH-pyrazol-4-yl]-urea 


409 


895 


1-11 - (4 - u nioro -pfreny ij - 3 - uiiiuoro iii e my 1- 1 xi-pyra/.ui-*t- 
yl]-3-(4-diethylainino-l-methyl-butyl)-urea 


445 


896 


1-11 -(4-Cmoro-pnenylJo -tniiuoronieinyi- 1 xi-pyrdz.oi-*+- 
yl]-3-[2-(2-hydroxy-ethoxy)-ethyl]-uxea 


392 


897 


1 -[ 1 - (4- unloro-pnenyi j -iniiuoroine inyi-- i n-pyraz.ui-H- 
y l].3-[2-(ethyl-m-tolyl-amino)-ethyl]-urea 


465 


898 


1 -I i -( *+-Unioro-pXlCIiyi jo-lonuoroineiiiyi"- in-pyi <iz*ui-*t 

yl]-3-[2-(l-methyl-pyrrolidin-2-yl)-ethyl]-urea 


415 


899 


i r 1 /a /"OJ/viVk -rkU^ni/l^ ^ H*iflnnmmpfVl\/1-1 T-T-nvra7.o1-4- 
1 -I 1 -( 4-*^JH0rO-pfloiiyi J- j-uiiiuuruiueiiiyi- 1 xi-pjri<s-ov>i -* 

yl]-3_(2-morpholin-4-yl-ethyl)-urea 


417 


900 


1 r 1 //I /^"U1^-r-/-x *\Vi AnirA ^ +rifliirvrrvmp'fh\/l-1 TT-tWTfl Tnl -4- 

1 »l i -(4-L^nloro-pnciiyi jo-iniiuuruHicuiyi- i n-py i az.ui-*t 
yl]-3-(2-piperidin-l-yl-ethyl)-urea 


415 


901 


1 -[ 1 -(4-C flloro-pnenyi jo-Tniiuoronie inyi- 1 ri-pyi d^u!-** 
yl] -3 -(2-pyridin-2-yl-ethyl)-urea 


409 


902 


1-1 1 -(4-Cnloro-pnenyi )-d -Txinuororneuiyi- 1 xi-p yrazoi-H- 
yl]-3-(2-pyrrolidin-l-yl-ethyl)-urea 


401 


903 


l-[ l -(4-Cnloro-pnenyl j-D -tniiuoronietiiyi- 1 ji-pyrazoi-H- 
yl]-3-(lH-indazol-6-yl)-urea 


420 


904 


1 -[ 1 -(^4-Cliloro-plienyij-j-tniiuororaeiayi- ixi-pyrazoi-H- 
yl]-3-pyridin-3-yliriethyl-iirea 


395 


905 


1 -[ 1 -(4-Unloro-piieiiyi )-j -inHuoromeinyi- 1 xi-pyroz ui-*t 
yl]-3-pyridin-4-ylmethyl-urea 


395 


906 


i .n -M-CMoro-DhenvlVS-trifluoromethyl- lH-pyrazol-4- 
yl]-3-(2-hydroxy-2-phenyl-ethyl)-urea 


424 


907 


l-[2-(4-Amino-phenyl)-ethyl]-3-[l-(4-chloro-phenyl)-5- 
trifluoromethyl- 1 H-pyrazol-4-yl] -urea 


423 
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908 


i r i (A-Ch 1 nm-nVi pn vl V S -tri fluoTom ethvl- 1 H-Dvrazol-4- 
yl]-3-(5-phenyl-2H-pyrazol-3-yl)-urea 


446 


909 


"X /^-M -/ , A-Ph1orn-nhenv1V5-trifluoromethvl-lH-DYrazol- 

4-yl]-ureido}-propyl)-carbamic acid tert-butyl ester 


461 


910 


1 n ( A-C*Yi\r\Yr\ -n Vi *=»n \/1 V S _rri fl 1 1 nrnm p th v1 - 1 TT-n vt az 0 1 -4- 
X-i i-^^v^niorO'pncnyi^'j'UiiiuuiuiJivuijri xxx pyxazA/i— r 

yl]-3-(3-imidazol-l-yl-propyl)-urea 


412 


911 


l-^i -jj enzyi~pyiTOJuQiii*o -y i j o i i -^h-uihui u-pii©xiy ij j 
trifluoromethyHH-pyrazol-4-yl]-urea 


463 


912 


H-ijenzyi-piperazinv'i-carooAyiit/ auiu la-^-i^xiivxiu 
phenyl)-5-trifluoromethyl4H-pyrazol-4-yl]-aniide 


463 


913 


4-^z-L/Jiioro-pnenyij-piper^ auiu 
chloro-phenyl)-5-tri^^ 


483 


914 


1 n /'/I OVilrt-rr* -nVi^nA/l^-^-fTiflimrnmptlrv/l-l TT-"n vra7.nl -4- 

j-l 1 -I *r-^XUOr Q-pnCIiyi J" J-lllXlUUlUAXiPllxyA* AX A pyx fl/jui ~ 

yl]- 1 , 1 -bis-(2-hydroxy-ethyl)-urea 


392 


915 


1 T1 (A C*\\\r\Tf\ r»"h pnvIV^ -tri fin nrnm Pthv1-1 H-nvrazol-4- 

yl]«3-(2-diethylamino-ethyl)-urea 


403 


916 


1 n (A n-i1/M*rk -nVi p«n\/1VS -tri fin nrnm ptliv1-1 T4-nvra7ol-4- 
1-1 i -( ^-\^illOrC)*"pilcliyi^ J -Ulxiuuiuiixcuxyx xxx pyxoiA/i ~r 

yl]-3-(3-(iiethylaiixino-propyl)-urea 


417 


917 


l-i 1 -i L/Hior o-pnciiyi ) ixixi uui uihc my 1- 1 xx-pyx <xzajx *t 
yl]-3-(23-dimethoxy-beiizyl)-xirea 


454 


918 


I -[ 1 -^4-onioro-pnenyi j-o - inii uuruiiic my i- i xx py i oz.ui-*t 
yl]-3-(2 > 4-dimethoxy-beiizyl)-urea 


454 


919 


x,o-JJixTieinyi-inoipnoixn aciu. ^i-^**-uiiiuiu" 
pheayl)-5-trifluorom 


402 


920 


o- 1 1 -^-i^flxoro-pncnyi )- j-ixiJxuoiuiucLLijf i- ixx-pyx <«ivi ** 
yl]-l ,1 -bis-pyridin-2-ylmethyl-urea 


486 


921 


o r 1 //I f^V» 1 r\rr\ r\Vi oniric ^ tin fin nrnm ptVivl-1 W-.rv\/rJi7n1-4- 

j-[i -^^L/inoro-piieiiyi /■ j - irin uui uinc uiy i- 1 xx-py± <l&ua t 
yl] - 1 , 1 >bis-pyridin-3-ylmethyl-xirea 


486 


922 


3-n -(4-Chloro-DhenvlV5-trifl^^ 

yl]-l-ethyl-l-(2-hydroxy-ethyl)-urea 


376 


923 


3_[ i -(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazol-4- 
yl] - 1 -ethyl- 1 -pyridin-4-ylmethyl-urea 


423 



98 



924 


wA (1 TT\//1mw7-^tVivn-ninprfl7inf > -1 -carhoxvlic acid l"l -(4- 
chloro-phenyl)-5-trifl^^ 


417 


925 


A T1 zHHinTpnanp-l -carhfrevlip acid r 1 -f4-clllorO- 

phenyl)-5-trifluoromethyl-lH-pyrazol-4-yl]-amide 


401 


926 


1T1 M r^lrk-rrv nVi^tivl^ S -fri fl 1 1 niYYm Pth v1 - 1 TT-TVVra 7o1 -4- 

j-l X"(^~^lXlOrO*pncnyiJ~J"iliIlUU in pyiazA/i t 

yl]- 1 -methyl- 1 -(1 -methyl-piperidin-4-yl)-urea 


415 


927 


4-JVlciiiyi-pipcra^ine-i-carDoxyiic aciu li-^h-v/xiiuiv;- 
phenyl)-5-trifl^^ 


387 


928 


1 -[ 1 -(4-UHoro-piienyi j-3-iniiuoromeinyi- iri-pyrazui-^ 
yl]-3-(2-me%lsulfanyl-ethyl)-iirea 


378 


929 


4-Pyrimidin-2-yl-pipej-a2ine-l-carboxylic acid [l-(4- 
cJiloro-pncnyi jo-iriiiuoromcuiyi-in^^ 


451 




4-Benzo[ 1 ,3]dioxol-5-ylmethyl-piperazine- 1 -carboxylic 

j r i //i /->Vi1or/-v <^n ^rl A_ ^ -tri fin nrrvm pfh v1 - 1 T-T-r* vrfi 7n1 -4- 
iCIQ 1 i"C^"Clllort)"pilCIiyi^ -J -LiiiiuuiLuiJ^Liiyi ixa pjfAax/wi t- 

yl]-amide 


507 


931 


.3 -II -^-^nioro-pxienyi ) j - uiiiuoruiiic my i- 1 xi-py i o^ui-*t- 
yl]-l -(2-cyano-ethyl)-l -pyridin-3-ylmethyl-urea 


448 


932 


3-wyciroxy-pyiTOiiQine-i-carDoxyiic acia [i-^-oiuuiu- 
pheiiyl)-5-trifluoromethyl-lH-py^ 


374 


933 


4-F yrroiiain- 1 -yl-pipenaine- 1 -carDOxyiic acia [ i 
cWoro-phenyl)-5-trifluoromemyl-lH-pyrazol-4^ 


441 


934 


l -[ i - (4- uni oro -p neny i jo -inHUoromeuiyi.~ 1 ri-pyrazui-n- 
yl] -3 -(tetrahy<iro-ta^ 


388 


935 


l mazoiiuine-j-carDOxyiic acia [i-^^ciuoru-piicnyi^-j- 
trifluoromemyl4H-pyra2;ol-4-yl]-amide 


376 


936 


l iiioinoipnoiine-^-carDoxyiic acia Li-^-cjaiuro-puouyi; j 
trifluoromemyl4H-pyrazol-4-yl]-aiiiide 


390 


. 937 


l - L l - ^4-v^Jlloro-pnciiyi ) d -iiiiiuoruincuiyi- 1 n-pyi oz.ui *r 
yl]-3-(2-tMophen-2-yl-ethyl)-urea 


414 


938 


1 4 1 -f 4-C3iloro-uhenvlV5-trifluoromethY 1 H-p vrazol-4- 
yl] -3 -thiophen-2-ylmethyl-urea 


400 


939 


5-Methyl-l-phenyl-lH-pyrazole-4-carboxylic acid [l-(4- 
trifluoromethoxy-phenyl)-pyrrolidia-3-yl]-amide 


430 
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940 


< TV/f^fh-*/! 1 rVhf»nv1-1 W-nOTA7ftle-4-carboxvlic acid ri-(4- 
trifluorome1hoxy-phenyl)-pyrroUdin-3-yl]-amide 


430 


941 


^ A/TotVi\/1 1 r\ Vi An v1 - 1 W- , nvrfl7n1e-4-carhoxvlic acid T 1-^3- 

trii%oromeliioxy-ph^ 


430 


942 


^ A/fo+Vixrl 1 nlipnvl.1 W-nvr5»7n1p-4-carHoxvlic acid Tl-f3- 
trifluoromethoxy-phenyl)-pyrroUdin-3-yl]-anu 


430 


943 


j-iVicinyi- 1 -pneiiyi- 1 ii-pyrazuic-H-^ai uuAy aviu. [i ^ 
trifluoromethy^ 


414 


944 


5 -Metiiyl- 1 -piienyi- 1 xi-pyrazoic- £ f-carooxyiic aciu 1 1 
tiiiluorome^ 


414 


■ 945 


. -^o-Uiiloro-pyriciin-z-yi ^- j-irinuoroineiiiyi- iri-pyi <xz.uic 
4-carboxylic acid 2,4-dimethoxy-beiizylainide 


440 


946 


l -( o-v^nioro-pynGiii-'Z-yi jo-uriiiuuiuiiiciiiyi- in pyiozAJic 
4-carboxylic acid (beiizo[l,3]dioxol-5-ylmethyl)-amide 


424 


947 


l-( 0-L^J110rO~pyriulIl-'Z~yiJ 3 -iriJJ.uuiuiiicuj.yi in pjriazjvi^ 

4-carboxylic acid (3-fluoro-phenyl)-amide 


384 


948 


1 1 -I O-V^iljOrO-pynuJJl-Z-yi j-j-liXLiuuiumciiiyi- ixi pyioziUi 

4-yl]^3A<lihyciro-2H-quinolm^ 


406 


949 


1 -(o-Umoro-pynain-z-yi jo-iniiuoroiiicinyi- in-pyrazuie- 
4-carboxylic acid (3-methoxy-phenyl)-amide 


396 


950 


1 -(o-CJiloro-pynain-Z-yi y D-tniiuoromeuiyi- iri-pyrazuie- 
4-carboxylic acid (2-isopropenyl-phenyl)-amide 


406 


951 


l-( o-CiUoro-pynQin-z-yi j- j-uiHuoromciiiyi- 1 n-pyi oz,uio- 
4-carboxylic acid (pyridin-3-ytoetiiyl)-aiiiide 


381 


952 


I-I u-UJuloro-pynQln-Z-yi J-D -iiiiiuoruiJicujyi- lxi-pyio^uio 
4-carboxylic acid [2-(2,6-dicWoro-phenyl)-ethyl]-aiiiide 


462 


953 


l-(6-CMoro-pyridin-^^ 
4-carDoxyiic aciu LZ-^oinyi-ni-ioiyi~aimu^ 


451 




\ [4-(2-<^oro-phenyl)-piperazin-l-yl]-[l-(6-chloro- 
d vridin-2 - vl V5 "txifluoromethvl- 1 H-pyrazol-4-yll - 
methanone 


469 


955 


l-(6-Chloro-pyridin-2-yl)-5-trifluoromethyl-lH-pyrazole- 
4-carboxylic acid (l-benzyl-pyrrolidin-3-yl)-amide 


449 
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956 


^4-l5cnzyi-pipvrazin-i - yi/"Li"V > o"^iuuiu pjruuxn j*j -> 
trifluoromethyl-lH-pyrazol-4-yl]-methanoiie 


449 


957 


1 yrillllQin~z-yi- d -uiiiuuruiiic iiiyi i x± yy* o^uiu-t 
carboxylic acid 2,4-dimethoxy-benzylamide 


407 


958 


1 -irynnuuin-z-yio- uiiiuoro 1 n-pyi ctcui^ •* 
carboxylic acid ^^©[l^ldioxol-S-ylmethy^-amide 


391 


959 


1 -Jr ynnii Qin-z -y 1- j -tn nuoronie iny i - 1 ri-pyrazuie-'f- 
carboxylic acid (3-fluoro-phenyl)-amide 


351 


960 


(3 ,4-Dinydro-zH-qiunolin- 1 -yi )\i -pynmiain-z-yi-^- 
trifluoromethyl- lH-pyrazol-4-yl)-methanone 


373 


961 


1 ~Fynmiain-z-yl- j -tniluoromeiuyi- 1 xi-pyrazoie-H- 
carboxylic acid (3-methoxy-phenyl)-ainide 


363 


962 


I -x^yrumoin-z-yrO -iriiiuoronieiiiyi- 1 xi-p yr azuic-**- 
carboxylic acid (2-isopropenyl-phenyl)-amide 


373 


963 


1 -x yniniQin-z-yi- d -uiiiuoronieiiiyi- 1 n-p yi oz»uic *t- 
carboxylic acid (pyridm-3-ylmethyl)-amide 


348 


964 


l -Jryniniciin-z~yi-D-iniiuorom i xi-pyr dzuic-t- 
carboxylic acid [2<2,6-dicUoro-phenyl)-ethyl]-amide 


429 


965 


1 -Jr ynitxiQiii-z-yi-D -tniiuoromeiiiyi- 1 n-p yrazuie-H - 
carboxylic acid [2-(ethyl-m-tolyl-amino)-ethyl]-ainide 


418 


966 


[4-(2- Chloro-pneny l)-pip erazin- 1 -yij-i, i -pynmiain-z-yi-3- 
trifluoromethyl-lH-pyrazol-4-yl)--mefhaiione 


436 


967 


I -Jr yniiiiclin-Z -y l- d - in iiuoro m einy i - 1 xi-pyrazoic-^- 
carboxylic acid (1 -benzyl-pyirolidin-3-yl)-amide 


416 


968 


(4-x5enzyi-piperazin- 1 -yi J-^ i -pyrnmain-z-yi- j - 
trifluoromethyl-lH-pyrazol^yl)-methanone 


416 


969 


l-(4-Trifluoromethoxy-phenyl)-5-tiifluoromethyl-lH^ 
pyrazoie-4-carDOxyiic acia z ,^-auncino xy- d cnzy i aiiiiuc 


489 




l-(4-Trifluoromethoxy-phenyl)-5-tTifluoromethyl-lH 
nvra7ole-4-carboxvlic acid fbenzon 31dioxol-5- 
ylmethyl)-amide 


473 


971 


l-(4-Trifluoromethoxy-phenyl)-5-trifluorome%l-lH^ 
pyrazole-4-carboxylic acid (3-fluoro-phenyl)-amide 


433 
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972 


^ j ? 4-JJiny(iro-zri-^uiiioiiii- 1 yi) [ i -^H-uiiiuuiuiiicuiuAy- 
phenyl)-5-trifluoromethyl-lH-pyrazol-4-yl]-methanone 


455 


973 


I -yn- x nnuoroineiiiuAy-piiciiyi j- j-uiiiuoroinoiiiyi- 1x1- 
pyrazole-4-carboxylic acid (3-methoxy-phenyl)-amide 


445 


974 


1 -{ft- 1 nnuoroinetiioxy-pnenyi j o - tri nuoroni e uiy i- 1 xi- 
pyrazole-4-carboxylic acid (2-isopropenyl-phenyl)-amide 


455 


975 


l-(4-Trifluoromethoxy-phenyl)-5-trifluoromethyl-lH- 
pyrazole-4-carboxylic acid (pynamo-yjmetnyij-amiae 


430 


976 


1 -(4-Trifluoromethoxy-phenyl)-5-trifluoromethyl- 1H- 
pyrazole-4-carboxylic acid [2-(2,6-dichloro-phenyl)- 
ethyl] -amide 


511 


977 


l-(4-Trifluoromethoxy-phenyl)-5-trifluoromethyl-lH- 
pyrazole-4-carboxylic acid [2-(ethyl-m-tolyl-amino> 
ethylj-amide 


500 


978 


[4-(2-Chloro-phenyl)-piperazin-l-yl]-[l-(4- 
trifluoromethoxy-phenyl)-5-trifluoromethyl-lH-pyraz^ 
yl] -methanone 


518 


979 


l-(4-Trifluoromethoxy-phenyl)-5-trifluoromethyl-lH- 
pyrazole-4-carboxylic acid ( 1 -benzyl-pyixoUdin-3 -yl) - 

amide 




980 


(4-Benzyl-piperazin-l -yl)-[ 1 -(4-trifluoromethoxy-phenyl)- 
5-trifluoromethyHH-pyrazol-4-yl]-methanone 


498 


981 


1 -Pynam-2-yl-5-tniluorometnyl- 1 rl-pyrazoie-4- 
carboxylic acid 2,4-dimethoxy-benzylamide 


406 


982 


1 -x^Tiuin-Z-yl-j-trmuorome^ 
carboxylic acid (benzo[l,3]dioxol-5-ybnethyl)-amide 


390 


983 


1 -Jrynam-2-yl-D-tnliiiorometnyi- 1 li-pyrazoie-**- 
carboxylic acid (3-fluoro-phenyl)-amide 


350 


984 


trifluoromethyl-lH-pyrazol-4-yl)-methanone 


372 


985 


l-Pyridin-2-yl-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid (3-methoxy-phenyl)-amide 


362 
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986 


i-jryiiuiu-z-yi-j-iriiiuorojjxcuiyi ixx pjuoziuic t- 
carboxylic acid (2-isopropenyl-phenyl)-amide 


372 


987 


I -r yiiQiii-z-yi- j-uiiiuoroincLiiy i- ixi-y yx cL6uic-*+- 
carboxylic acid (pyridin-3-ylmethyl)-amide 


347 


988 


l ynoin-z-yio -uiiiuoronie inyi- 1 n-pyrazoie-*f- 
carboxylic acid [2-(ethyl-m-tolyl-amino)-ethyl]-ainide 


417 


989 


[4-^z-L-nioro-piieiiyi j-piperazin- 1 -yij-v. i -pynain-z-yi-D- 
trifluoromethyl-lH-pyrazol-4-yl)-methanone 


435 


990 


1 -r ynain-z-y 1~ j> -tnlluorometnyl- in-pyrazoie-4- 
carboxylic acid (l-benzyl-pyrrolidin-3-yl)-amide 


415 


991 


(4-Benzyl-piperazin-l ~yl)-(l -pyridin-2-yl-5- 
trifluoromethyl-lH-pyrazol-4-yl)-methanone 


415 


992 


1 -(o-cmoro-pynaiH-z-yi jO-tniiuoromeinyi- 1 xi-pyrazoie- 
4-carboxylic acid (2-trifluoromethoxy-phenyl)-amide 


450 


993 


i -^o-i^nioro-pynciin-z-yi jo-uiiiuoroijicuiyi~ 1 xi-pyrazoie- 
4-carboxylic acid (4-tert-butyl-phenyl)-amide 


422 


994 


1 -(p-unioro-pyncuii-z-yi D-iniiuoronieiiiyi- ixi-pyrazoic- 
4-carboxylic acid bis-pyridin-2-ylmethyl-amide 


472 


995 


l -(p-cnioro-pyriciin-z-yi y j-uiiiuoroiiieTJiyi- iri-pyrazoie- 
4-carboxylic acid [2-(4-cMoro-phenyl)-ethyl]-amide 


428 


996 


1 -(o-LMoro-pynom-2-yl)- j-tnlluorometn 

4-carboxylic acid [2-(4-fluoro-phenyl)-ethyl]-amide 


412 


997 


1 -(6-Chloro-pyridiii-2-yl)-5 -trifluoromethyl- 1 H-pyrazole- 
4-carboxylic acid (4-fluoro-phenyl)-methyl-amide 


398 


998 


4- 1 [ i -(p-^inoro-pyriain-z-yi j-tniiuoromeiriyi- 1 ri- 
pyrazole-4-carbonyl]-amino}-benzoic acid ethyl ester 


438 


999 


l-(o-uiiLoro-pynain-Z-yljO-tm^ i rl-pyrazoie- 
4-carboxylic acid (2-pyrrol- 1 -yl-phenyl)-amide 


431 


1000 


1 -(fck-C*\i\rvrr\--r\\nnt\\'n-. r y-.'\iW ^-trifliirtrn"mptTlv1-1TT-rwr!i , 7f\1p*- 

1 ^vj v^iiiul u pyi ilihi-z, yi y- j-irmuuiumciJiyi- 1 xa-pyi az.uic- 

4-carboxylic acid (5-chloro-pyridin-2-yl)-amide 


401 


1001 


1 -(6-Ch]oro-pyridin-2-yl)-5-trifluoromethyl- 1 H-pyrazole- 
4-carboxylic acid isoquiaolin-l-ylamide 


417 
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1002 


i -jryniiuuiii-z-yA- j-uiiiuoroineuiyi"* i ir-pyr dzoic-*r- 
carboxylic acid (2-trifluoromethoxy-phenyl)-amide 


417 


1003 


i ~i yi iiiiiu.iii*-z. - y i- d - iriiiuuruiiit/ my i - i u p y r aZrU iu- t r- 
carboxylic acid (4-tert-butyl-phenyl)-amide 


389 


1004 


i "jr ynrni (lin-z-yi- j-tniiuoroineuiyi- 1 xi-pyrazoic-^f- 
carboxylic acid bis-pyridin-2-ylmethyl-ainide 


439 


1005 


1 -Pyrimidin-2-yl-5-trifluoroinethyl- 1 H-pyrazole-4- 
carboxylic acid [2-(4-chloro-phenyl)-ethyl]-amide 


395 


1006 


1 -Pyrinudiii-2-yl-5-trifluoromethyl- 1 H-pyrazole-4- 
carboxylic acid [2-(4-fluoro-phenyl)-ethyl]-amide 


379 


1007 


1 -Pyrimidin-2-yl-5-trifluoromethyl- 1 H-pyrazole-4- 
carboxylic acid (4-fluoro-phenyl)-methyl-amide 


365 


1008 


1 -Pyrimidin-2-yl-5-trifluoromethyl- 1 H-pyrazole-4- 
carboxylic acid (3-methanesulfonyl-phenyl)-amide 


411 


1009 


*r-[yL -Jr yri in 1 fl m-z-yi- j -uiiiuororuetiiyi- i xi-pyrazoie-^f- 
carbonyl)-ainino]-benzoic acid ethyl ester 


405 


1010 


i -r ynrniQin-z-yio-tnnuorom 

carboxylic acid (2-pyrrol-l-yl-phenyl)-amide 


398 


1011 


1 -Pyrirai diTi~2"yl-5-trifluoromethyl- 1 H-pyrazole-4- 
carboxylic acid (5-cWoro-pyridin--2-yl)-amide 


368 


1012 


1 -Pyiimidin-2-yl-5-trifluoromethyl- 1 H-pyrazole-4- 
carboxylic acid isoquinolin-l-ylamide 


384 


1 A1 1 

1U13 


1 -(4-Trifluoromethoxy-phenyl)-5-trifluorome1iiyl- 1H- 
pyrazole-4-carboxylic acid (2-trifluoromethoxy-phenyl)- 

amide 




1014 


i -\ft- 1 nuuoroinexjaoxy-pnenyi jo -uiiiuorometnyi- ixi- 
pyrazole-4-carboxylic acid (4-tert-butyl-phenyl)-amide 


471 


1015 


l-(4-Trifluoromethoxy-phenyl)-^^ 

TV\7T5\ r 7C\\ p_A_r* qtViov f ar»iH \\\ c_-n\n*i A\ n-'? -vim pfhi/1 .omj Hp 
^y l a-ciVjiC'" t T-L>cii uuAyiiu auiu uio""pyrimii ^ yiiriciiiyi ~aiiiivio 


521 


1016 


l-(4-Trifluoromethoxy-phenyl)-5-trifluoromethyl-lH- 
pyrazole-4-carboxylic acid [2-(4-chloro-phenyl)-ethyl]- 

amide 


477 



104 
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1017 


l-(4-Trifluoromethoxy-phenyl)-5-trifluoromethyl-lH- 
pyrazole-4-carboxylic acid [2-(4-fluoro-phenyl)-ethyl]- 

CUIU.U.C 


461 


1018 


l<4-Trifluoromethoxy-phenyl)-5-trifluoromethyl»lH- 
pyrazole-4-carboxylic acid (4-fluoro-phenyl)-methyl- 
amide 


447 


1019 


l-(4-Trifluoromethoxy-phenyl)-5-trifluoromethyl-lH- 
pyrazole-4-carboxylic acio. ^o-incXJianesuiionyi--piieiiyij- 

amide 


493 


1020 


4- {1 1 -(4- 1 niluoronieuioxy-pnenyi jo-miiuoromeiiiyi- ixi- 
pyrazole-4-carbonyl]-amino}-beiizoic acid ethyl ester 


487 


1021 


1 -(4- 1 niluorometnoxy-pnenyi jo-uiiiuoromeuiyi- ln- 
pyrazole-4-carboxylic acid (2 -pyrrol- 1 -yl-phenyl)-amide 


480 


1022 


1 -(4- 1 niluoromemoxy-pnenyi )- ^-uiiiuoromcuiyi- in- 
pyrazole-4-carboxylic acid (5-chloro-pyridin-2-yl)-amide 


450 


1023 


1 -(4— i riliuoronieinoxy-pflcnyi / inn uuiuuic iixy i ± xx 
pyrazole-4-carboxylic acid isoquinolin-l-ylamide 


466 


1024 


l -x yriQin-z-yio -inHuoromeuiy i- 1 11-pyiaz.uic-H- 
carboxylic acid (2-trifluoromethoxy-phenyl)-amide 


416 


.1025 


1 T> . r.«I rl I in O V »1 -C ll J flll.'LI'Alfl .a/frit 1 jl 1 X-T t%t WO>y/\IO_^ _ 

1 -Jrynain-2-yl- j-tniiuoronieiiiyi- 1 n-pyrazo ie-*t- 
carboxylic acid (4-tert-butyl-phenyl)-amide 


388 


1026 


1 -x yndm-z-yl-D -tniluoromettiyi- 1 n-pyrazoie-^f- 
carboxylic acid bis-pyridin-2-ylmethyl-amide 


438 


1027 


1 -ryn<lm-z-yl-!)-tniluoromeinyi- iri-pyrazoie-^f- 
carboxylic acid [2<4-cWoro-phenyl)-ethyl]-amide 


394 


1028 


i -Jrynoiii-z-yi.- d -innuoronie my i- 1 o-pyr<i£.uic- < +- 
carboxylic acid [2-(4-fluoro-phenyl)-ethyl]-airiide 


378 


1029 


1 -l^yriGin-Z-yio-inHuoro i jn^pyrazuic-**- 
carboxylic acid (4-fluoro-phenyl)-methyl-amide 


364 


1030 


4-rn -Pvri din-2-vl-5-trifluoromethvl- 1 H-nvrazole-4- 
carbonyl)-amino]-benzoic acid ethyl ester 


404 


1031 


l-Pyridin-2-yl-5-trifluoromethyl-lH--pyrazole-4- 
carboxylic acid (2-pyrrol-l-yl-phenyl)-amide 


397 
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1032 


1 .'PvndiTi-7-vl-5-trifluoromethvHH-Dvrazole-4- 
carboxylic acid (5-chloro-pyridin-2-yl)-amide 


367 


1033 


1 -Pwi Hin-7 -v1 - S -tri fluoromethvl- 1 H-D vrazole-4- 
carboxylic acid isoquinolin-l-ylamide 


383 


1034 


1 (A c*\\ 1 nm -nfi pti vl V S - tri fl 1 1 nmm eth vl - 1 FT-T>vrazole-4** 
carboxylic acid [2<ethyl-m-tolyl-amino)-ethyl]-amide 


450 


1035 


1 (A C*\W\ r\-rr\ nVi f»n \A\- ^ „tri fllinrrvm Pthvl - 1 TT-nVTa70le-4- 

1 -i ^-\^iiioro~pnciiyi ) j-uriiiuuiuiucijuy i 1 xj. p j 1 <miuiv~t 
carboxylic acid (1 -benzyl-pyrrolidin-3-yl)-amide 


448 


1036 


1 -( ^-v^iuoro-pnenyi jr j-tniiuoroiiiuuiy i- 1 n.-uy i oz.uig-*t 
carboxylic acid (l-benzyl-pyrrolidin-3-yl)-amide 


448 


1037 


l-^i -jDenzyi-pyrroiiain- j -yi/o- l a -^H^mui u pucuy ^ 
trifluoromethyl4H-pyrazol-4-yl]--urea 


463 


1038 


1 /'I Ti pti -mrr-ml i H in - vl - T 1 -f 4-r,h1 nrO-tVhenvl V5 - 

trifluoromethyl-lH-pyrazol-4-yl]-urea 


463 


1039 


i (A C\i\r\rr\ t^ptivI VS-tTifliinrnrnptlivl-1 TT-nvrazole-4- 

JL~( H - V^IlIOrU*"pilCIiyi) J -UlllUvlVlllvUljrl ill rJf ~ 

carboxylic acid (l-benzyl-piperidin-4-yl)-amide 


462 


1040 


1 M PVilnm rvVi pn -v/H- ^ - tri f! ii nrom fith vl - 1 TT-n vrazol e-4- 

1-1*t-v^JQJLC/IU pXlCIiyi.1 J - U 111 UUlvlllw ill jri xxx \J j *■ <**jvja\-> -r 

carboxylic acid piperidin-4-ylamide 


372 


1041 


l-(4-CMoro-phenyl)-5-rt^ 
carDOxyiic acid ^i-suuainoyi-pipcriuiii-*t--yi^ ^muc 


451 


1042 


H4-CMoro-phenyl)-5-to^ 

carboxylic acid (l-dimethylsulfamoyl-piperi(iin-4-yl)- 
amide 


479 


1044 


4- {[ 1 -(4-CMoro-phenyl)-54ri^ 

a pcirKnnvll amiTtnl -niTii^riHiTif-l -carhoxvlic acid ethvl 

ester 


444 


1045 


4-carbonyl]-piperidin-4-yl}-carbamic acid tert-butyl ester 


472 


1046 


(4-Amino-piperidin-l-yl)-[l-(4-chloro-phenyl)-5- 
trifluoromethyl-lH-pyrazol-4-yl]-methanone 


372 


1049 


l-(4-Chloro-phenyl>5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid (3-chloro-phenyl)-amide 


399 
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1050 


i /n (A PViinm-tVhpn v1 VS-tri flnnrnmethvl- lH-DV^azole- 
4-cafbonyl]-amino} -benzoic acid ethyl ester 


437 


1052 


3_{[l.(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole- 

A />orUrtm7ll-'iminn\_liPf17niP. JIC.lH 


409 


1053 


1^4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carooxylic acid [^-^jp-Qinieinyi-isoAd^ui^-yi^-piiciiyij 

amide 


460 


1054 


1 -(4-UJiloro-pneiiyi jo-tniiuoroineinyi- i xi-pyia^uic-^t- 
carboxylic acid (3-sulfamoyl-phenyl)-amide 


444 


1055 


1 -( 4-Unloro-piieiiyi )- j-xniiuoroincuiyi- 1 xi-pyiaz»uio-*t- 
carboxylic acid (3-dimethylsulfamoyl-phenyl)-amide 


472 


1056 


^4-oenzyianuno-pipenfliJi- l-yi )-y 1 -^-cnioro-piiciiyij- j 
trifluoromethyl-lH-pyrazol-4-yl]-methaiione 


462 


1057 


X -r 4-L/nioro-pncnyi JO-lXlIIUUruiiiciiiyi~ 1 n-yyi aziKji—T-yi.} 

[4-(4-fluoro-benzylamino)-piperidin-l -yl]-methanone 


480 


1058 


T1 (A r^Vil/M-rv rtViAnvft ^ -tri fl 1 1 nmm pfVlv! - 1 TT-TI VT a70l -4- vll - 
1-1 ^t-V^lllOrO-pncIiyi ^-J-lXl±lUUIUIlltlliyi** in yyiaiAJx ™ jrij 

[4-(4-methoxy-benzylainino)-piperidin-l-yl]-methanone 


492 


1059 


[4-(4-Unloro-ueiizyiamino j-pipenain- 1 yij l 1 ^t-wuui, u 
phenyl)-5-trifluoromethyl-lH-pyrazol-4-yl]-methanone 


496 


1060 


l-(4-(^oro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid [ I ~(4-iiuoro-Denzyi j-pipenuiii-H'-yij-diiuuc 


480 


1061 


l<4-CMoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid [l-^i-ciuoro-Denzyi^-pipenum-H-yij- 
amide 


496 


1062 


l<4-CMoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 

— U n vTr1iV rts>ZA r 1 /O flimrn Kpn'TA/l^-Tlll^PTlHlTl-4-Vll-flTTliflft 

carooxylic aciu 1 i-^z-iiuoro-Dcii^yi^"pipciiuiii-*T-yij aiuiuo 


480 


1063 


l-(4-CMoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid [l-(4-trifluoromethoxy-benzyl)-piperidin- 
4-yl]-amide 


546 


1064 


l-[l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carbonyl]-piperidine-2-carboxylic acid (3- 
methanesulfonyl-phenyl)-amide 


554 
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1065 


[ 1 -(4-Chloro-phenyl)-5 -trifluoromethyl- 1 H-pyrazol-4-yl]- 

/ A _V| vHrnY v-i^inpri Hin-1 -vl ^-m ptVi finnri ft 

IT UyUlvAV UlUCllUlll Jl Y*^ III^/LUCUIwUL^/ 


373 


lUOO 


; 1 -(4-Chloro-phenyl)-5-trifluoromethyl- 1 H-pyrazol-4-yl]- 
d "iiuoro i xi Dciizuiijuuudzui ^ yi ^-pipciAum- 1 j ij 
methanone 


491 


1067 


Z-\ 1 rl-rienzoirniaazoi-z-yi j-pipenain- 1 -yij-[i -^-ciuoru- 
phenyl)-5-trifluoromethyl-lH-pyrazol-4-yl]-methanone 


473 


1068 


1 -(3-r ruoro-pnenyij- j -tniiuoromeuiyi- 1 xi-pyrazoie-*f- 
carboxylic acid (3-methanesiilfonyl-phenyl)-amide 


427 


1069 


. -yp ,4-Dilluoro-pnenyi )-j - uiiiuorom e iiiyi- 1 ri-pyrazoie-**- 
carboxylic acid (3-methanesulfonyl-phenyl)-amide 


445 


1070 


1 -(3-r luoro-pnenyi )- j-tnHUorometnyi- 1 ri-pyrazoie-H- 
carboxylic acid phenethyl-amide 


377 


1071 


1 -l 3,4-JJiUUoro-pnenyi j- j-iniiuoromeuiyi- 1 xx-p yi a-^uic-t 
carboxylic acid phenethyl-amide 


395 


1072 


1 5-r woro-pnenyi )-j - niiiuoroiiic my i- 1 n-yyi a^uic-t- 
carboxylic acid benzyl-methyl-amide 


377 


1073 


\ -^j ,4-JL/illuoro-piienyij- D -uiiiuoromeinyi- 1 ii-pyrazoie-*t- 
carboxylic acid benzyl-methyl-amide 


395 


1074 


1 -(3 -r luoro-pnenyl)- j -tniluorometnyi- 1 xi-pyrazoie-4- 
carboxylic acid 3-trifluoromethyl-benzylamide 


431 


1075 


1 -^3 ? 4-Unluoro-pnenyiJ-D-uriiiuoromeiiiyi- 1 xi-pyrazoie-H- 
carboxylic acid 3-trifluoromethyl-benzylamide 


449 


1076 


l-[l-(4-(^oro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carDonyij-pipencune-z-carDOxyiic aciu pneneinyi-dijiiue 


504 


; 1077 

» 


1 .[ i -(4-Chloi^-phenyl>5-trifluoromethyl-lH-pyrazole-4- 
carbonyl]-piperidine-2-carboxylic acid benzyl-methyl- 

amiue 


504 


1078 


l.[l-(4-Chloro-pliKiyl)-5-trifluoromethyl-lH-pyrazole-4- 
carbonyl]-piperidine-2-carboxylic acid 3-trifluoromethyl- 
benzylamide 


558 


1079 


l-(3-Fluoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid (l-benzyl-pyrrolidin-3-yl)-methyl-arnide 


446 



108 



WO 03/037274 



PCT/US02/35172 



1080 


l-(3,4-Difluoro-phenyl)-5-trifluoromethyMH-pyra2ole-4- 
oarVirtwIir nriH (1 -hp-n7v1-T>vrro1idiii-3-vlVniethvl- amide 


464 


1081 


l-(4-Trifluoromethoxy-phenyl)-5-trifluoromethyl-lH- 
pyrazole-4-carboxylic acid (l-benzyl-pyrroUdin-3-yl)- 

m f> tVivl - nm i H p 

UJ.C lily 1 uJLLUU.w 


512 j 


1082 


l-(3-Fluoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid (5-diisopropylainino-pyrimidin-2-yl)- 
amide 


450 | 


1083 


l-(3,4-Difluoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid (5-diisopropylamino-pyrimidin-2-yl)- 


468 


i no/i 


l-(4-Trifluoromethoxy-phenyl)-5-trifluoromethyl--lH- 

nvrfo'mlp A r»arhnw1-ir» a pin 1 f ^.-HiicnnrntvvlnTn'iTin'- 
pyraZOlC^-CarDUAyiJv aOlu yy -UIIoupiup y icli ii 1 1 iU 

pyrimidin-2-yl)- amide 


516 


1085 


1 T71 n or rv -nfi pn \/H - S - tri fl 1 1 nrnm p fhvl - 1 T-f -n VTA 70 1 e -4 - 

carboxylic acid (3-sulfamoyl-phenyl)-amide 


428 


1086 


1 CX A TYS-flinvrri « V* f*n i /I ^ _fr*i fl n rvrrvm pffl \/1 - 1 T-T-nvr £ 7C\\ P- 4- 

1 ^-j^i2iuoro~pncnyi )- j uiiiuur uiuoiiiy i- 1 xx-py i o^uic t 
carboxylic acid (3-sulfamoyl-phenyl)-amide 


446 


1087 


i -^*f- 1 niiuoromeinoxy-pneiiy i ^-^-uijuuoiujLucuiy i- ixjl 
pyrazole-4-carboxylic acid (3-sulfamoyl-phenyl)-amide 


494 


1088 


l - ( .3 j't-i^iiiuoro-pnenyi^ d ** uiiiuoruinciuyi- 1 n-pyrazuic-*t- 
carboxylic acid (2-cUoro-pyrimidin-5-yl)-amide 


443 


1089 


l-(4-Chloro-phenyl)-5-trifluoromethyHH-pyrazole-4- 
carooxyiic acio ^j-ixqozui ^~yi-piiciiyi^ <iiiiiu.c 


448 


1 non 


l-(4-CUoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
C ar 0 oxync acid \p ~ TiiiB my i- ua.o-'tjJ uiiiy ux u~py i <iz»ui~ 
1 -yl)-phenyl]-amide 


461 


1091 


l -^4-v^Hioro-pneiiyi jo-iniiuuruineiiiyj.- 1 xi-p yr azuic-H- 
carboxylic acid (3-benzooxazol-2-yl-phenyl)-amide 


482 


1 1092 


1 -f A-Phl oro-nh envl V5-trifluoromethvl- 1 H-Dvrazole-4- 
carboxylic acid (3-carbamoyl-phenyl)-amide 


408 


1093 


1 -(4-Chloro-phenyl)-5-trifluoromethyl-l H-pyrazole-4- 
carboxylic acid (3-dimemylaioino-phenyl)-amide 


408 
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1094 


l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid [3-(2-hydroxy-ethanesulfonyl)-phenyl]- 

OLUAUC 


473 


1095 


4.{[l.(4-CMoro-phenyl)-5-trifluoromethyl-lH-pyrazole- 
4-carbonyl]-amino}-piperidine-l-carboxylic acid tert- 
Duiyi esier 


472 


1096 


l-(3-Fluoro-phenyl)-5-trifluorome1hyl-lH-pyrazole-4- 
carboxylic acid (z-metnyi- j -pnenyi-z ji-pyrazoi- j -yij- 
amide 


429 ' 


1097 


(4- ±5 enzyl-piperazin- 1 -yi )-[ i -^3-iiuoro-pneuyij- j- 
trifluoromethyl-lH-pyrazol-4-yl]-methanone 


432 


1098 


1 -\p -Jr luoro-pnenyijo-iniiuoromeiny 1- 1 ia-pyr azoic *+ 
carboxylic acid pyridin-4-ylamide 


350 


1099 


.Dipjienyi-.j-carDOxyiic aciu ^z-mouiyi-^-puciiyi ^xi 
pyrazol-3 -yl)-amide 


353 


1100 


x3ipHenyi-*r-carDoxyiic aciu ^z.-iiicLiiyi-j pucuyi 
pyrazol-3-yl)-amide 


353 


1101 


4'-Chloro-biphenyl-3-carboxylic acid (2-methyl-5 -phenyl- 
Zxi-pyrazoi- j-yi j-ainiae 


387 


1102 


3. { [ i.(3-Fluoro-phenyl)-5-trifluoromethyHH-pyrazole-4- 
carbonyl] -amino} -piperidine-l-carboxylic acid tert-butyl 

ester 


456 


1103 


l-(3,4-Difluon>-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic aciu ^z-nieinyi-3-pncnyi-zri-pyrd^oi-o-yi^- 
amide 


447 

If / 


H04 


^4-iienzyi-piperazin- i-yy-[ i-v^^ mAluulu P 11C11 / V J 
trifluoromethyl-lH-pyrazol-4-yl]-methanone 


450 


H05 


1 -(3 ,4-Difluoro-phenyl)-5-trifluoromethyl- lH-pyrazole-4- 
carboxvlic acid pvridin-4-ylamide 


368 


H06 


3-{[l-(3,4-Difluoro-phenyl)-5-trifluoromethyl-lH- 
pyrazole-4-carbonyl]-amino} -piperidine- 1 -carboxylic acid 
tert-butyl ester 


474 
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1107 


l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
*arboxvlic acid tt-fmorDholine^-sulfonylVphenyll-amide 


514 


1 10R 

1 IVJO 


l-(4-Trifluoromethoxy-phenyl)-5-tri£luorome%l-lH- 
nvrfl7ole-4-carboxvlic acid (2-methvl-5-phenvl-2H- 
pyrazol-3-yl)-amide 


. 495 


1109 


l-(4-Trifluoromethoxy-phenyl)-5-trifluoromethyl-lH- 
♦%vrsi'7ri1p-4-rflrhnYvHn acid nvridiri-4- vlamide 

U Vx CLu LJJ.G *T i/cxl UUA V 1AO Clv/AVA ^/jrAAVXXAX • Jr amaaaavi-w 


416 


1110 


3-{[l-(4-Trifluoromethoxy-phenyl)-5-trifluoromethyl'-lH- 
pyrazole-4-carbonyl] -amino } -piperidine- 1 -carboxylic acid 

tprt-Wiitv! PQfpx 


522 


1111 
1111 


Methanesulfonic acid l-[l-(4-chloro-phenyl)-5- 
•f-rl flu nrnm pfh vl - 1 TT-n vrfl 7n1 e-A-c, arbon vll -nineridin-4-vl 

IXxxllxUxUlIlClxlyl Ixx Ujri cUiVJxw ^ >^ 01. u wax jr ij j^/alvwaa^aaa « /* 

ester 


451 


1112 


1 _f A-Phl nrn-nb pn vl VS-tri fluoromethvl- 1 H-o vrazole-4- 
carboxylic acid (3-methylsulfamoyl-pheiiyl)-amide 


458 


1113 


1 ./"A-Phlnro-nhenvl V5 -tri fluoromethvl- 1 H-t> vrazole-4- 
carboxylic acid (3-pyridiri-2-yl-phenyl)-aniide 


442 


1114 


1 _^4-Ph1 nro-nh en v1V5 -tri fluoromethvl- 1 H-D vrazole-4- 
carboxylic acid (3-pyridin-3-yl-phenyl)-aixxide 


442 


1115 


1 /'A_PVilr\rr»-nhpr»vn-S-iTi'fliinrnrnethvl-1 TT-nvrazole-4- 

1 — I *t \«^!JxaJx VJ LIllCIIYll •J ULJXxlXVXV^XXlVlXXjr A XXX \f J u ^ jUlu * 

carboxyhc acid (3-pyri(iin-4-yl-phenyl)-aixxide 


442 


1116 


l-(4-Fl UO ro-pheayl)-5-trifluoromethyl-lH-pyrazole-4- 

r»arV^rkw1ir ariH /^-ciilfaTnnvl-Tihfinvl^-airiide 

KjCUl UUa VIIV/ d-lrlU I o ixxXCixiiv/ jr x LAixv»xxjrxy ciiiiiuw 


428 


1117 
111/ 


l-(4-Chloro-phenyl)-5-triflu^ 

nnrhrvYvlir ariH T^-linfluoromellianesulfoiivl-ohenvlV 

vdlUUAYliv dvlU \ <J IXXXXIXV/X UULlvuittiiva uiaviijt a ^/iivu^ *y 

amide 


497 


1118 


1 -f xl-fTi 1 orn-n h en vl V5-trifluoromethvl- 1 H-Dvrazole-4- 
carboxylic acid (3-methanesulfonylamino-phenyl)-amide 


458 


1119 


l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid [3-(2H-tetrazol-5-yl)-phenyl]-amide 


433 


1120 


[(3.{[l.(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole- 
4-carbonyl]-amino} -phenyl)-imino-methyl]-carbamic acid 
tert-butyl ester 
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1121 


l-^-rhloro-ohenvlVS-trifluoromethyl-lH-pyrazole^- 
carboxylic acid (3-carbamimidoyl-phenyl)-amide 




1122 


1-^4-rh1oro-t)henvlV5-trifluoromethvl-lH-pyrazole-4- 
carboxylic acid (3-amino-phenyl)-amide 


380 


1123 


1 -^A«rhlorn-nhenvlV5-trifluoromethvl-lH-pYrazole-4- 
carboxylic acid (3-ureido-phenyl)-amide 




1127 


1 fA-Phlnrn-nh en vl VS-tri fluoromethvl- 1 H-Dvrazole-4- 

^ "1 *t"\^111U1U l/Uvii V 1 F •/ U illUvl viliv tiijr a a a a j/j^MMviv ■ 

carboxylic acid (4-sulfamoyl-phenyl)-amide 


444 


1130 


1 fA Phi r\rrv_r^ Vi pn vU - S -tri fl n nrom eth vl - 1 H -ti vrazo le-4- 

JL— l*r~ V^lilUIv/ UX1C11 VI 1 J U.lxJ.lxv/iV/xxxv/1-Axjr a aa.a ^/jtamajvaw • 

carboxylic acid (3-acetylamino-phenyl)-amide 


422 


1131 


1 f A-P n 1 nm-nh pn vl V S -tri fl i i nrom eth vl- 1 H-d vr azole-4- 
carboxylic acid (3-cyclopropylsulfamoyl-phenyl)-amide 


484 


1132 


n-^-(^1nrn-nhenvlV5-t^fl^ 

(4-pyridin-2-ylmethyl-piperazin-l-yl)-meth 


449 


1133 


n -f A-Ch1orn-nhenvlV5-tri^ 

(4-pyridin-3-ylmethyl-piperazin- 1 -yl)-methanone 


449 


1134 


[l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazol-4-yl]- 

/ f A-.n wi rli n-A- vim pth v1 - tiinerazin- 1 - vlVmetlianone 

I *^UyllLlliJ.^^^ YIxlXWlxA YX UX^/WLCACiXAA a J ± J Uiwmi*uv**w 


449 


1 1 IK 


[l-(4-CMort>phenyl)-5-tri^^ 

r A-/' 1 rr> pfh vl -ninpri rii -n-^-vlm eth vl Vniri erazin- 1 - vll - 
methanone 


469 


1136 


o PVi pn v1-9TT-nvrfl7n1e-^-carboxvlic acid Dvridin-4- 
ylamide 


264 


1137 


/'A "RptTTvl-ninpraTin-l -vlW2-nhenvl-2H-nwazol-3-viy 
methanone 


346 


1138 


9«Pnpnv1-9TT-nvra7o1e-3-carboxvlic acid f3- 
methanesulfonyl-phenyl)-ainide 


341 


1139 


9-Phpnvl-9W-r>vra7ole-3-carhoxvlic acid f 1H- 
benzoimidazol-2-yl)-amide 


303 


1140 


2-Phenyl-2H-pyrazole-3-carboxylic acid 3- 
trifluoromethyl-benzylamide 


345 


1141 


2-Phenyl-2H-pyrazole-3 -carboxylic acid (2-methyl-5- 
phenyl-2H-pyrazol-3 -yl)-amide 


343 
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1142 


phenyl)-amide 


342 


1143 


Z-JrJtienyi~Zii~pyraZ01c-j-CaruUAyu^ d\>iu uciiz#jri 

piperidin-4-yl)-amide 


360 


1144 


•*> T3"U »1 OUT tvirvfirzj-ilck 1 r'OY'hrVV'vllr* OplH -VipTivvi- 
z-l^enyi-zxi-pyrazoieo-caruoAyj^ acxu uciu*yi- 

pyrrolidin-3 -yl)-amide 


346 


1145 


z-Jrnenyl-Zrl-pyrazoieo-carDoxync acia ^i-ueiizyi- 
pyrroUdin-3-yl)-amide 


346 


1146 


1 -(4-Chloro-pnenyl)- 5-tniluorometnyi- 1 ri-pyrazoie-*f- 
carboxylic acid (3-methylsulfanyl-phenyl)-amide 


411 


1147 


1 -(4-Chloro-pnenyl)- j-tnnuoromexnyi- i ri-pyrazoie-^- 
carboxylic acid (3-methanesulfinyl-phenyl)-arnide 


427 


1148 


3 - {[ 1 -(4-Chloro-phenyl)-5-trifluoromethyl- 1 H-pyrazole- 
4-cax Donyi J -amino j-d enzenes uiionio aiau 


445 


1151 


l-(4-Chloro-phenyl)-5-1xifluoromethyl-lH-pyrazole-4- 
carboxylic acid {3-[(methanesulfonylimino-phenoxy- 
metnyij- amino j -pnenyi / - amiue 


577 


1152 


l-(4-CWoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid {3-[(amino-methanesulfonylimino- 
m ethyl)- amino] -phenyl } -amide 


500 . 


1153 


l-(4-CWoro-phenyl)-5-trifluoromethyl-lH-pyrazole^ 
carboxylic acid {3-[(methanesulfonylirnino-methylamino- 
methyl)-amino] -phenyl} -amide 


514 


1154 


l-(4-CUoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 

carboxylic acid {3-[(cyclopropylamino- 
metnanesullonyinmno-meinyi amino j -pnenyi/ -amiae 


540 


1155 


l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 

carboxylic acid {3-[(dimethylainino- 
mpt h an p«;i il fon vlimi no-methvlVaminol -t)henvl) -amide 


528 


1156 


l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 

carboxylic acid (3-{[(isopropyl-methyl-amino)- 
methanesu]fonyliiaino-methyl]-amino}-phenyl)-amide 


556 
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1157 


1 -(4-Chloro-phenyl)-5-trifluoromethyl- 1 H-pyrazole-4- 
carboxylic acid [3-(2 } 4-dimethoxy-benzylsulfamoyl)- 

pncnyij-<ui.uu.c 


594 


1158 


l-(4-CMoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid [3-(2-piperidin-l-yl-ethylsulfamoyl)- 
pnenyij -amiae 


555 


1159 


l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid [3-(3-diethylamino-propylsiilfamoyl)- 
phenyl] -amide 


557 


1160 


1 -(4-Chloro-phenyl)-5-trifluoromethyl- lH-pyrazole-4- 
carboxylic acid [3-(2,3-dimethoxy-benzylsulfamoyl)- 
pnenyij -amiae 


594 


1161 


l-(4-CUoro~phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid {3-[3-(2-oxo-pyiroUdin-l-yl)- 
propy isuiianioy i j -pncnyi j - cuiiiuc 


569 


1162 


l-(4-CM>ro-phenyl)~5-trifl^^ 

carboxylic acid {3-[2-(ethyl-m-tolyl-amino)- 
etnyisuiiamoyij-pnenyi/ -amiae 


605 


1163 


l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid [3-(i-nyuroxy-pyrroiiaine-i-suiionyi;- 
phenyl]-amide 




1164 


l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid (3-butylsulfamoyl-phenyl)-amide 


500 


1165 


[3-(3.{[l-(4-CWoro-phenyl)-5-trifluoromethyl-lH- 
pyrazole^carbonyl]-amino}-benzenesulfonylamino)- 
propyl J -card amic acic ten-Dutyi ester 


601 


1166 


1 -(4-Chloro-phenyl)-5 -trifluoromethyl- lH-pyrazole-4- 
carboxylic acid [3-(3-hydroxy-pyrrolidine-l-sulfonyl)- 
nhenvll -amide 


514 


1167 


l-(4-CUoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid [3-(2-hydroxy-propylsulfamoyl)-phenyl]- 

amide 


502 
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1168 


^4-*Rpri7v1-ninera7in-l -vlVT 1 -( 4-chloro-DhenvlV5- 
trifluoromethyl-lH-pyrazol-4-yl]-methanone 


448 


1169 


(4-Beiizyl-4-hydroxy-piperidin4-yl)41K4-chloro- 
«Tipm flnnrnm pth v1- 1 H-n vrazol-4-vll-methanone 


463 


1170 


l-(4-CWoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid {3-[(l-ethyl-pyrrolidin-2-ylmethyl)- 

ci 1 1 foirt n"\/1 1 -TiVi pti v1 \ - Jim 1 n ft 


555 


1171 


l-(4-Oiloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid [3-(2-diethylamino-ethylsulfamoyl)- 
pnciiy i j dniiuc 


543 


1172 


l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid {3-[2-(4-amino-phenyl)-ethylsulfamoyl]- 

•nli pn vl \ -ami Hp. 


.563 


1173 


l-(4-CUoro-pheiiyl)-5-1rifluoromethyl-lH-pyrazole-4- 
carboxylic acid [3-(2-pyrrolidin-l-yl-ethylsulfamoyl)- 

vih pn vll - flm i H p 
pxiciijr jlj oiiiiuv 


541 


1174 


l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid {3-[(pyridin-3-ylmethyl)-sulfamoyl]- 

pxicilyl/ diiiiuc 


535 


1175 


l-(4-CUoro-phOTyl)-5-trifluoromettiyl-lH-pyrazole-4- 
carboxylic acid [3-(2-dimethylamino-ethylsulfamoyl>- 
pncnyij-diiiiu.c 


515 


1176 


l-(4-CMoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid [3-(thiomorpholine-4-sulfonyl)-phenyl]- 

si 1 1 uuc 


530 


1177 


l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid [3-(4-methyl-[l,4]diazepane-l-sulfonyl)- 
phenyl]-amide 


541 


1178 ' 


1 -(4-Cbloro-phenyl)-5-trifluoromethyl-l H-pyrazole-4- 
carboxylic acid [3-(4-methyl-piperazine-l-sulfonyl)- 
phenyl]-amide 


527 



115 



WO 03/037274 



PCT/US02/35172 



1179 


l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carboxylic acid {3-[2-(3-chloro-phenyl)-ethylsulfamoyl]- 

iVh pt\ \A\ - am i H ft 


582 


1 1 OA 


l«(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carooxyiic acid |j-[mexnyi-^z-pyrium-z-yi-ciuyi^- 
sulfamoyl]-phenyl}-amide 


563 


1181 


l-(4-CUoro-phenyl)-5-trifluoromethyl-lH-pyrazole-4-- 
carooxync aciu ^-eTnyismiamoyi-pnenyij-anuue 


472 


1182 


l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 
carooxylic aciu |j-[^/Hiyciroxy-euiyij-inei^ 
phenyl} -amide 


502 


1183 


l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazole-4- 

s*o**'kfW"ir1-ir» nr\\A ( *\ t\\p^V\\r\w\\^*Xtt\ f\ vl —Till ftfl vl V.flTTIlH P 

CaTDOXyilC add 1 0-UlCUiyioUlIdllluyx -pilCAiyi/ ~aiJUULvxc 


500 


1 1 C/l 

1 184 


l-(4-Chloro-phenyl)-5-trifluoromethyl-lH-pyrazok 
carooxyuc dciu ^o-mcuiajucpuiiuiiyi -uviiz«uu.iia/A/i ^ ji/ 

amide 


500 


1185 


I -^4-v^nioro-pnenyi j- j-uiiiuoroniciiiyi- ± xi-py i oziuic *+ 
carboxylic acid (2-methyl-3-siilfamoyl-phenyl)-amide 


458 


1186 


1 -{4-v^nioro-pnenyi jo-iniiuurumcuiyi- 1 ji-pyi <i£.uic-*t- 
carboxylic acid (2-sulfamoylmethyl-phenyl)-amide 


458 


1187 


l-(4-CMoro-phenyl)-5-trifi^^ 

carboxylic acid (2-chloro-5-sulfamoyl-phenyl)-amide 


478 


1188 


l-(4-CMoro-phenyl)-5-trifluorome 
carboxylic acid (4-methyl-5 -sulfamoyl-thiazol-2-y 1)- 
amide 


465 



It is understood that the examples and embodiments described herein are 
for illustrative purposes only and that various modifications or changes in light thereof 
5 will be suggested to persons skilled in the art and are to included within the spirit and 
purview of this application and are considered within the scope of the appended claims. 
All publications, patents, and patent applications cited herein are hereby incorporated by 
reference in their entirety for all purposes. 
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WHAT IS CLAIMED IS: 



I 1 . A compound having the formula: 

J ^ 

3 or a pharmaceutical^ acceptable salt thereof, wherein 

4 R 1 and R 3 are each members independently selected from hydrogen, (d- 

5 C 4 )alkyl, (C 3 -C 7 )cycloalkyl, (Ci-C 4 )haloalkyl, (Ci-C 6 )heteroalkyl, 

6 amino, halo, cyano, nitro, hydroxy, aryl and heteroaryl; 

7 R 2 is a member selected from hydrogen, (C r C 4 )alkyl, (Ci-C 7 )cycloalkyl, 

8 aryl, heteroaryl, aryl(Ci-C 4 )alkyl, and heteroaryl(Ci-C 4 )alkyl; 

9 Y is a member selected from: 

II wherein 

12 X is a member selected from O, S and NR 8 

13 wherein 

14 R 8 is a member selected from the group of hydrogen, cyano, nitro, 

15 alkyl, acyl, aryl and S0 2 R 9 

16 wherein 

17 R 9 is a member selected from alkyl, aryl, heteroaryl and 

18 heterocycloalkyl; 

19 R 4 and R 5 are each members independently selected from 

20 hydrogen, (Ci-Ci 0 )alkyl, (C 3 -C 7 )cycloalkyl, (C r 

21 C 8 )heteroalkyl, aryl, heteroaryl, aryl(Ci-C 4 )alkyl, 

22 heteroaryl(C r C 4 )alkyl and (C 3 -C 8 )heterocycloalkyl with 

23 the proviso that if R 4 is hydrogen, R 5 is not hydrogen; and 

24 R 4 and R 5 taken together with the nitrogen atom to which 

25 they are attached optionally form a 4- to 8-membered 

26 heterocycloalkyl ring; 

27 R 6 is a member selected from hydrogen, (Ci-C6)alkyl, aryl, 

28 heteroaryl, aryl(Ci-C 4 )alkyl, heteroaryl(CrC 4 )alkyl and 

29 (Ci-C6)heteroalkyl; and 
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30 R 7 is a member selected from (Ct-C 7 )alkyl, (C 3 -C 7 )cycloalkyl, (d- 

31 C 7 )alkenyl, (C|-C 6 )heteroalkyl, aryl, heteroaryl, aryl(Ci- 

32 C 4 )alkyl, heteroaryl(Ci-C 4 )alkyl, amino, alkoxy, (C 3 - 

33 C8)heterocycloalkyl and amino(Ci-C5)alkyl, and 

34 and R 6 and R 7 together with the atoms to which they are 

35 attached optionally form a 4- to 8-membered 

36 heterocycloalkyl ring. 

1 2. The compound of claim 1 having the formula: 

1 3. The compound of claim 2 wherein Y has a formula which is a 

2 member selected from: 

V f 

3 R ; and X 

1 4. The compound of claim 3 wherein 

2 R 1 andR 3 are each members independently selected from hydrogen, (Ci- 

3 C 4 )alkyl, (C 3 -C 7 )cycloalkyl, (Ci-C 4 )haloalkyl and (C r 

4 C5)heteroalkyl; and 

5 XisO. 

1 5. The compound of claim 4 wherein R 2 is a member selected from 

2 aryl and heteroaryl. 

1 6. The compoimd of claim 5 wherein R 3 is hydrogen. 

1 7. The compound according to claim 6 wherein R 1 is a member 

2 selected from hydrogen, (Ci-C 4 )alkyl, and (C r C 4 )haloalkyl. 

1 8. The compound according to claim 3 wherein R 4 is a member 

2 selected from heteroaryl and heterocycloalkyl; and 

3 R 4 and R 5 , together with the nitrogen to which they are bonded are 

4 optionally joined to form a 4- to 8-membered heterocycloalkyl ring system. 
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1 9. The compound according to claim 8, wherein R 4 and R 5 taken 

2 together with the nitrogen to which they are attached form a member selected from: 

3 k 
4 

1 10. A compound having the formula: 

2 

A 

3 R3 

4 or a pharmaceutically acceptable salt thereof, wherein 

5 R 1 and R 3 are each members independently selected from hydrogen, (Ci-C 4 )alkyl, 

6 (C 3 -C 7 )cycloalkyl, (C r C 4 )haloalkyl, (Ci-C 6 )heteroalkyl, amino, halo, 

7 cyano, nitro, hydroxy, aryl and heteroaryl; 

8 R 2 is a member selected from hydrogen, (Ci-C 4 )alkyl, (Ci-C 7 )cycloalkyl, aryl, 

9 heteroaryl, aryl(Ci-C 4 )alkyl, and heteroaryl(Ci-C 4 )alkyl; 
10 Y is a member selected from: 

12 wherein 

13 X is a member selected from O, S and NR 8 

14 wherein 

15 R 8 is a member selected from hydrogen, cyano, nitro, alkyl, acyl, 

16 aryl and S0 2 R 9 

17 wherein 

18 R 9 is a member selected from alkyl, aryl, heteroaryl and 

19 heterocycloalkyl; 

20 R 4 has a formula which is a member selected from: 

22 

23 wherein 
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24 n is an integer from 0 to 4; 

25 k is an integer from 1 to 3; 

26 R 2a and R 2b are members independently selected from hydrogen 

27 and (C r C 4 )alkyl, and R 2a and R 2b taken together with the 

28 carbon atom to which they are attached optionally form a 3- 

29 to 8-membered carbocyclic or heterocycloalkyl ring; 

30 M is a member selected from NR 10 , 0 and S 

31 wherein 

32 R 10 is a member selected from hydrogen, (Q-C6) alkyl, (Ci- 

33 C 8 ) heteroalkyl aryl, heteroaryl and (C 3 -C 8 ) 

34 cycloalkyl; 

35 A, B, D, E and G are independently members selected from N, N- 

36 oxide and CR n with the proviso that at most three of A, B, 

37 D, E and G is N; and at most one of A, B, D, E and G is N- 

38 oxide 

39 wherein 

40 R n is a member selected from hydrogen, halo, amino, hydroxy, 

41 cyano, nitro, (C r C 4 )alkyl, (C 3 -C 7 )cycloalkyl, (Ci- 

42 C 7 )heteroalkyl, aryl, heteroaryl, (C 3 -C 8 )heterocycloalkyl, 

43 alkoxy, acyl, -C(NR 12 )R 13 , -S0 2 R 15 , -S0 2 NR 13 R 14 , 

44 -NR 12 SOR 15 , -NR 12 S0 2 NR 13 R 14 , -NR 12 C(N-CN)NR 13 R 14 , 

45 .NR 12 C(N^S0 2 R l5 )NR l3 R 14 , -NR 12 C(N-COR 15 )NR 13 R 14 , 

46 -CONR 13 R 14 , -NR 12 (C=CH-N0 2 )NR 13 R 14 , 

47 -NR 12 CONR l3 R 14 , -NR l2 CO-OR 15 , -OCONR 13 R 14 and R u 

48 and R 2a taken together with the carbon atoms to which they 

49 are attached optionally form a 4- to 8-membered 

50 heterocycloalkyl group with the proviso that A is CR n 

51 wherein 

52 R 1 la is a member selected from (Ci-C6)alkyl, (C 3 - 

53 C 7 )cycloalkyl, (C 3 -C 8 )heterocycloalkyl, aryl and 

54 heteroaryl; 

55 R 12 , R 13 and R 14 are members independently selected from 

56 hydrogen, (C r C 8 )alkyl, (C 3 -C 7 )cycloalkyl, (Ci- 

57 C 8 )heteroalkyl, aryl, heteroaryl, (C 3 - 
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58 C8)heterocycloalkyl, aryl(Ci-C 4 )alkyl, 

59 heteroaryl(C r C4)alkyl, amino(Ci-C 4 )alkyl and 

60 when R 1 3 and R 14 are attached to the same nitrogen 

61 atom, they are optionally combined to form a 5-, 6- 

62 or 7~membered ring; 

63 R 15 is a member selected from (Ci-C8)alkyl, (C3- 

64 Cg)cycloalkyl, (Ci-C8)heteroalkyl, aryl, heteroaryl 

65 and (C 3 -C8)heterocycloalkyl; 

66 R 5 is a member selected from hydrogen and (Ci-C4)alkyl; and R 5 and R 11 

67 taken together with the atoms to which that are attached optionally 

68 form a 4- to 8-membered heterocycloalkyl ring with the proviso 

69 thatAisCR 11 

70 R 6 is a member selected from hydrogen, (Ci-C6)alkyl, aryl, heteroaryl, 

71 aryl(Ci-C 4 )alkyl, heteroaryl(Ci-C 4 )alkyl and (C r C 6 )heteroalkyl; 

72 and 

73 R 7 is a member selected from (Ci-C 7 )alkyl, (C3-C 7 )cycloalkyl, (C r 

74 C 7 )alkenyl, (Ci-C 6 )heteroalkyl, aryl, heteroaryl, aryl(Ci-C 4 )alkyl, 

75 heteroaryl(Ci-C 4 )alkyl, amino, alkoxy, (C 3 -C 8 )heterocycloalkyl 

76 and amino(Ci-C5)alkyl, and R 6 and R 7 taken together with the 

77 atoms to which they are attached optionally form a 4- to 8- 

78 membered heterocycloalkyl ring, 

1 11 . The compound of claim 10 wherein R 1 and R 3 are each members 

2 independently selected from hydrogen, (Ci-C 4 )alkyl ? (C 3 -C 7 )cycloalkyl, (Ci-C 4 )haloalkyl 

3 and (Ci-C 5 )heteroalkyl; and X is O. 

1 12. The compound of claim 11 wherein R 2 is a member selected from 

2 aryl and heteroaryl. 

1 13. The compound of claim 11 wherein one only of A, B, C, D or E is 

2 anNorN-oxide. 

1 14. A compound having the formula: 



2 
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4 or a pharmaceutically acceptable salt thereof, wherein 

5 R 1 and R 3 are each members independently selected from hydrogen, (Ci-C 4 )alkyl, 

6 (C 3 -C 7 )cycloalkyl, (C r C 4 )haloalkyl, (Ci-C 6 )heteroalkyl, amino, halo, 

7 cyano, nitro, hydroxy, aryl and heteroaryl; 

8 R 2 is a member selected from hydrogen, (Ci-C 4 )alkyl, (Ci-C 7 )cycloalkyl, aryl, 

9 heteroaryl, aryl(Ci-C 4 )alkyl, and heteroaryl(Ci-C 4 )alkyl; 

10 Y is a member selected from: 

11 R 5 

12 R 4 has a formula which is a member selected from: 

T 4 

Tl Ax/k T 3 

13 T2 

14 wherein 

15 W is a member selected from S, SO and S0 2 ; 

16 n is an integer from 0 to 4; 

17 R 2a and R 2b are members independently selected from hydrogen and (Ci - 

1 8 C 4 )alkyl, and R 2a and R 2b taken together with the carbon atom to 

19 which they are attached optionally form a 3- to 8-membered 

20 carbocyclic or heterocycloalkyl ring; 

21 R 15 is a member selected from (Ci-C 4 )alkyl, (Ci-C 6 )alkenyl, (C 3 - 

22 C 7 )cycloalkyl, aryl, heteroaryl, (Ci-C 8 )heteroalkyl, NR l6 R 17 

23 wherein 

24 R 16 and R 17 are members independently selected from hydrogen, 

25 (C r C 4 )alkyl, (Ci-C 7 )cycloalkyl, (Ci-C 8 )heteroalkyl, (C 3 - 

26 C 8 )heterocycloalkyl, aryl, heteroaryl, aryl(CrC 4 )alkyl, 

27 heteroaryl(Cr C 4 )alkyl, amino(Ci -C 4 )alkyl, with the proviso 

28 that when R 15 is amino W is SCb; 
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29 T^T^andT 4 are each members independently selected from hydrogen, 

30 halo, amino, cyano, nitro, (Ci-C 4 )alkyl, (C 3 -C 8 )cycloalkyl, (Cp 

31 C 4 )haloalkyl, alkoxy, fluoro(Ci-C 4 )alkoxy, (Ci-C 7 )cycloalkyl, (C r 

32 C7)heteroalkyl, aryl and heteroaryl, and T 1 and T 2 taken together 

33 with the carbon atoms to which they are attached optionally form a 

34 4- to 8-membered carbocyclic or heterocycloalkyl ring; T 2 and T 3 

35 taken together with the carbon atoms to which they are attached 

36 optionally form a 4- to 8-membered carbocyclic or 

37 heterocycloalkyl ring; T 3 and R 15 taken together with the atoms to 

38 which they are attached optionally form a 4- to 8-membered 

39 carbocyclic or heterocycloalkyl ring; and T 4 and R 15 taken together 

40 with the atoms to which they are attached optionally form a 4-to 8- 

41 membered carbocyclic or heterocycloalkyl ring; and 

42 R 5 is a member selected from hydrogen and (Ci-C 4 )alkyl; R 5 and T 1 taken 

43 together with the atoms to which they are attached optionally form 

44 a 4- to 8-membered heterocycloalkyl ring, and R 5 and T 4 taken 

45 together with the atoms to which they are attached optionally form 

46 a 4- to 8-membered heterocycloalkyl ring. 

1 15. The compound of claim 14 wherein R 1 and R 3 are each members 

2 independently selected from hydrogen, (Ci-C 4 )alkyl, (C 3 -C 7 )cycloalkyl, (Ci-C 4 )haloalkyl 

3 and (Ci-C 5 )heteroalkyl; and X is O. 

1 16. The compound of claim 14 wherein R 2 is a member selected from 

2 aryl and heteroaryl. 

1 17. The compound of claim 15 wherein W is S0 2 ; and R n is selected 

2 from substituted or unsubstituted (C r C 4 )alkyl and NR 16 R 17 ; and n is 0. 

1 1 8. A method of decreasing ion flow through voltage-dependent 

2 sodium channels in a cell, said method comprising contacting said cell with a sodium 

3 channel-inhibiting amount of a compound comprising a pyrazolyl moiety. 

1 19. The method according to claim 18, wherein said cell is in a human. 
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1 20. A method of decreasing ion flow through voltage-dependent 

2 sodium channels in a cell, said method comprising contacting said cell with a sodium 

3 channel-inhibiting amount of a compound of the formula: 

4 

5 or a pharmaceutically acceptable salt thereof, wherein 

6 I^andR 3 are each members independently selected from hydrogen, (Cr 

7 C 4 )alkyl, (C 3 -C 7 )cycloalkyl, (Ci-C 4 )haloalkyl, (Ci-C 6 )heteroalkyl, 

8 amino, halo, cyano, nitro, hydroxy, aryl and heteroaryl; 

9 R 2 is a member selected from hydrogen, (Ci-C4)alkyl, (Ci-C7)cycloalkyl, 

10 aryl, heteroaryl, aryl(Ci-C 4 )alkyl, and heteroaryl(Ci-C 4 )alkyl; 

11 Y is a member selected from: 

13 wherein 

14 X is a member selected from O, S and NR 8 

15 wherein 

16 R 8 is a member selected from the group of hydrogen, cyano, nitro, 

17 alkyl, acyl, aryl and S0 2 R 9 

18 wherein 

19 R 9 is a member selected from alkyl, aryl, heteroaryl and 

20 heterocycloalkyl; 

21 R 4 andR 5 are each members independently selected from 

22 hydrogen, (C 1 -Cio)alkyl, (C 3 -C 7 )cycloalkyl, (C r 

23 C 8 )heteroalkyl, aryl, heteroaryl, aryi(Ci-C 4 )alkyl, 

24 heteroaryl(Ci-C 4 )alkyl and (C 3 -C 8 )heterocycloalkyl with 

25 the proviso that if R 4 is hydrogen, R 5 is not hydrogen; and 

26 R 4 and R 5 taken together with the nitrogen atom to which 

27 they are attached optionally form a 4- to 8-membered 

28 heterocycloalkyl ring; 
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29 R 6 is a member selected from hydrogen, (Ci-C6)alkyl, aryl, 

30 heteroaryl, aiyl(Ci-C 4 )alkyl, heteroaryl(C r C 4 )alkyl and 

31 (Ci-C 6 )heteroalkyl; and 

32 R 7 is a member selected from (Ci-C 7 )alkyl, (C 3 -C 7 )cycloalkyl, (C r 

33 C 7 )alkenyl, (Ci-C 6 )heteroalkyl, aryl, heteroaryl, aryl(Ci- 

34 C4)alkyl, heteroaryl(Ci-C 4 )alkyl, amino, alkoxy, (C 3 - 

35 C8)heterocycloalkyl and amino(Ci-C5)alkyl, and 

36 and R 6 and R 7 together with the atoms to which they are 

37 attached optionally form a 4- to 8-membered 

38 heterocycloalkyl ring. 

1 21 . A method of treating a central or peripheral nervous system 

2 disorder or condition through inhibition of a voltage-dependent sodium channel, said 

3 method comprising administering to a subject in need of such treatment, an effective 

4 amount of a compound comprising a pyrazolyl moiety. 

1 22. The method according to claim 21, said compound having the 

2 formula: 

4 or a pharmaceutical^ acceptable salt thereof, wherein 

5 R 1 and R 3 are each members independently selected from hydrogen, (Cr 

6 C 4 )alkyl, (C 3 «C 7 )cycloalkyl, (Ci-C 4 )haloalkyl, (C r C 6 )heteroalkyl, 

7 amino, halo, cyano, nitro, hydroxy, aryl and heteroaryl; 

8 R 2 is a member selected from hydrogen, (Ci-C 4 )alkyl, (Ci-C 7 )cycloalkyl, 

9 aryl, heteroaryl, aryl(Ci-C 4 )alkyl, and heteroaryl(Ci-C 4 )alkyl; 
10 Y is a member selected from: 



n v & ' x b ^ T' ^ ^ 

12 wherein 

13 X is a member selected from O, S and NR 8 

14 wherein 
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15 R is a member selected from the group of hydrogen, cyano, nitro, 

16 alkyl, acyl, aryl and S0 2 R 9 

17 wherein 

18 R 9 is a member selected from alkyl, aryl, heteroaryl and 

19 heterocycloalkyl; 

20 R 4 andR 5 are each members independently selected from 

21 hydrogen, (Ci-Cio)alkyl, (C 3 -C 7 )cycloalkyl, (Ci- 

22 C 8 )heteroalkyl, aryl, heteroaryl, aryl(Ci-C 4 )alkyl, 

23 heteroaryl(Ci-C 4 )alkyl and (C 3 -C 8 )heterocycloaIkyl with 

24 the proviso that if R 4 is hydrogen, R 5 is not hydrogen; and 

25 R 4 and R 5 taken together with the nitrogen atom to which 

26 they are attached optionally form a 4- to 8-membered 

27 heterocycloalkyl ring; 

28 R 6 is a member selected from hydrogen, (Cj-C^alkyl, aryl, 

29 heteroaryl, aryl(C r C 4 )alkyl, heteroaryl(Ci-C 4 )alkyl and 

30 (Ci-C 6 )heteroalkyl; and 

31 R 7 is a member selected from (Ci-C 7 )alkyl, (C 3 -C 7 )cycloalkyl, (Q- 

32 C 7 )alkenyl, (Ci-C6)heteroalkyl, aryl, heteroaryl, aryl(Ci- 

33 C 4 )alkyl, heteroaryl(Ci-C 4 )alkyl, amino, alkoxy, (C 3 - 

34 C 8 )heterocycloalkyl and amino(Ci-C 5 )alkyl, and 

35 and R 6 and R 7 together with the atoms to which they are 

36 attached optionally form a 4- to 8-membered 

37 heterocycloalkyl ring. 

1 23. The method according to claim 20, wherein said disorder is pain 

2 selected from inflammatory pain, neuropathic pain and combinations thereof. 

1 24. A composition comprising a phannaceutically acceptable excipient 

2 and a compound having the formula: 

Rl R 2 

4 or a pharmaceutical^ acceptable salt thereof, wherein 
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5 R l and R 3 are each members independently selected from hydrogen, (Ci- 

6 C 4 )alkyl, (C 3 -C 7 )cycloalkyl, (C r C 4 )haloalkyl, (C r C 6 )heteroalkyl, 

7 amino, halo, cyano, nitro, hydroxy, aryl and heteroaryl; 

8 R 2 is a member selected from hydrogen, (Ci-C 4 )alkyl, (Ci-C7)cycloalkyl, 

9 aryl, heteroaryl, aryl(Ci-C 4 )alkyl, and heteroaryl(Ci-C 4 )alkyl; 

10 Y is a member selected from: 

11 R 5 R 5 X 00 

12 wherein 

13 X is a member selected from O, S and NR 8 

14 wherein 

15 R 8 is a member selected from the group of hydrogen, cyano, nitro, 

16 alkyl, acyl, aryl and S0 2 R 9 

17 wherein 

18 R 9 is a member selected from alkyl, aryl, heteroaryl and 

19 heterocycloalkyl; 

20 R 4 andR 5 are each members independently selected from 

21 hydrogen, (Ci-Cio)alkyl, (C 3 -C 7 )cycloaIkyl, (C r 

22 C8)heteroalkyl, aryl, heteroaryl, aryl(Ci-C 4 )alkyl, 

23 heteroaryl(Ci-C 4 )alkyl and (C3-C8)heterocycloalkyl with 

24 the proviso that if R 4 is hydrogen, R 5 is not hydrogen; and 

25 R 4 and R 5 taken together with the nitrogen atom to which 

26 they are attached optionally form a 4- to 8-membered 

27 heterocycloalkyl ring; 

28 R 6 is a member selected from hydrogen, (Ci-C6)alkyl, aryl, 

29 heteroaryl, aryl(Ci-C 4 )alkyl, heteroaryl(Ci-C 4 )alkyl and 

30 (Ci-C 6 )heteroalkyl; and 

31 R 7 is a member selected from (Ci-C 7 )alkyl, (C3-C7)cycloalkyl, (Cr 

32 C 7 )alkenyl, (Ci-C6)heteroalkyl, aryl, heteroaryl, aryl(Ci- 

33 C 4 )alkyl, heteroaryl(Ci-C 4 )alkyl, amino, alkoxy, (C 3 - 

34 Cgjheterocycloalkyl and amino(Ci-C5)alkyl, and 
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35 and R 6 and R 7 together with the atoms to which they are 

36 attached optionally form a 4- to 8-membered 

37 heterocycloalkyl ring. 
38 
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